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In the Claims 

Please amend claims 1, 17, 18, 36-47, 49-51, and 53-55 so that they read as shown below. 
Please cancel Claims 33*and 34, without prejudice. A copy of the amended claims that shows the 
changes that were made in this response is attached. The remaining claims are unchanged in this 
response. The status of the claims is as follows: 

• Claims 1-32 and 35-56 are pending. 

• Claims 33 and 34 have been cancelled. 

• New Claim 56 is submitted to replace Claim 33, with changes relating to formalities. 

• Claims 1, 17, 18, 36-47, 49-5 1, and 53-55 are amended herein. 

• Claims 27, 3 1 , 32, and 35 were amended once previously. 



(Amended) A compound having the formula It 
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H0 2 < 



T~- .,1 



/ 



2 ° R 10 



X (CH 2 ) n 




R 2 R 
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or a pharmaceutical^ acceptable salt or prodrug thereof, wherein: 

Z is selected from the group consisting of CH2 and C=0; 

Rl is selected from the group consisting of H, -OH, Ci- 7 alkyl, C 2 -7alkenyl, C 2 -7alkynyl, 
-OCi- 3 alkyl, -OC 2 -3alkenyl, -OC 2 -3alkynyl, F, Br, CI, and Ar, wherein alkyl, alkenyl, alkynyl, -Oalkyl, 
-Oalkenyl and -Oalkynyl are linear or branched and are optionally substituted with (a) 1-7 halogen 
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atoms, (b) 1-3 groups independently selected from (i) -OCi-3alkyl, which is optionally substituted with 
1-5 halogen atoms, and (ii) phenyl, which is optionally substituted with 1-3 groups independently 
selected from halogen, Ci- 5 alkyl and -OCi- 3 alkyl, said Ci- 5 alkyl and -OCi- 3 alkyl being linear or 
branched and optionally substituted with 1-5 halogens, or (c) a mixture of (a) and (b); 

Ar is Aryl, wherein Aryl is in each instance optionally substituted with 1-5 substituents 
independently selected from (a) halogen, (b) Ci- 5 alkyl, (c) C 2 -5alkenyl, (d) C 2 -5alkynyl, (e) -OCi- 
5 alkyl, (f) -OC 2 - 5 alkenyl, (g) -OC 2 -5alkynyl, (h) -SO x Ci- 5 alkyl, (i) -SO x NRaRb (j) _SO x phenyl, (k) 
-C(0)Ci-3alkyl, and (1) -C(0)NR a Rb, wherein in each instance, each alkyl, alkenyl and alkynyl is 
linear or branched and is optionally substituted with (a) 1-5 halogen atoms, (b) 1-2 groups independently 
selected from -OCi-3alkyl, which is linear or branched and is optionally substituted with 1-5 halogens, 
or (c) a mixture thereof, and wherein phenyl is optionally substituted with 1-3 substituents independently 
selected from halogen, Ci- 3 alkyl, and Ci-3alkoxy, wherein Ci- 3 alkyl and Ci- 3 alkoxy are linear or 
branched and are optionally substituted with 1-5 halogens; 

x is selected from 0, 1 and 2; 

Aryl is a carbocyclic 6-10 membered monocyclic or bicyclic aromatic ring system; 

Hetcyc is a 5- or 6-membered saturated or partly saturated monocyclic heterocycle having 
1-4 heteroatoms independently selected from N, S, and O in the perimeter of the ring, wherein N may 
optionally be NR a and S may optionally be SO or S0 2; 

Benzoheterocycle comprises a 5 or 6-membered heterocyclic ring which may be 
saturated, partly unsaturated or aromatic, and a benzene ring, wherein said heterocyclic ring and said 
benzene ring are fused together, wherein said heterocyclic ring comprises 1-3 heteroatoms independently 
selected from O, S, and N in the perimeter of the ring, where N may optionally be NRa and S may 
optionally be SO or S0 2; 

Ra and Rb are independently selected from the group consisting of H, Ci-5alkyl, 
C 2 -5alkenyl, C 2 -5alkynyl, -C(0)Ci-5alkyl, -C(0)C 2 . 5 alkenyl, -C(0)C 2 _5alkynyl, SO x Ci-5alkyl, 
SO x phenyl, SOxNRdRe, -C(0)NRdRe halogen, and phenyl, wherein in all instances, alkyl, alkenyl, and 
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alkynyl are linear or branched and are optionally substituted with (a) 1-5 halogen atoms, (b) 1-3 groups 
independently selected from -OCH 3 , -OCF3 and phenyl, or (c) a mixture thereof, wherein phenyl in all 
occurrences is optionally substituted with 1-3 substituents independently selected from halogen, Ci. 
3 alkyl, and Ci-3alkoxy, said Ci- 3 alkyl and Ci - 3 alkoxy being linear or branched and optionally 
substituted with 1-5 halogens; 

Rd and Re are independently selected from H, Ci-5alkyl, C 2 -5alkenyl, C2-5alkynyl, and 
phenyl wherein said alkyl, alkenyl, and alkynyl are linear or branched and are optionally substituted 
with (a) 1-5 halogen atoms, (b) 1-3 groups independently selected from -OCH3, -OCF3 and phenyl, or 
(c) a mixture thereof, wherein phenyl in all occurrences is optionally substituted with 1-3 substituents 
independently selected from halogen, Ci- 3 alkyl, and Ci- 3 alkoxy, said Ci- 3 alkyl and Ci-3alkoxy being 
linear or branched and optionally substituted with 1-5 halogens; 

X and Y are independently selected from the group consisting of ftTs.SO, SO^NRa and 

n is an integer from 1-6; 

R2 R3, r5, r6, r7, r8, r9 and RlO are independently selected from the group 
consisting of H, halogen, Ci- 7 alkyl, C 2 - 7 alkenyl, C 2 -7alkynyl, -OH, -OCi. 5 alkyl, -OC 2 -5alkenyl, 
-OC 2 -5alkynyl, -C(0)Ci- 5 alkyl, -C(0)C 2 -5alkenyl, -C(0)C 2 . 5 alkynyl, -C(0)OCi- 5 alkyl, -C(0)OC 2 . 
5 alkenyl, -C(0)OC 2 . 5 alkynyl, -OC(0)Ci- 5 alkyl, -OC(0)C 2 . 5 alkenyl, -OC(0)C 2 . 5 alkynyl, Ar, -OAr, 
-C(0)Ar, -C(0)OAr, -OC(0)Ar, C3-8Cycloalkyl ; -OC 3 -8Cycloalkyl, -SO x Ci-5alkyl, -SO x NR a R b , - 
SO x Ar, and -C(0)NR a Rb, wherein in each instance, each alkyl, alkenyl, and alkynyl is linear or 
branched and is optionally substituted with (a) 1-5 halogen atoms, (b) 1-2 groups independently 
selected from -OCi-3alkyl groups which are linear or branched and are optionally substituted with 1-5 
halogens, (c) 1 group Ar or C 3 -6Cycloalkyl, or (d) a mixture of more than one of (a), (b) and (c); 

R4 is selected from the group consisting of Benzoheterocycle, C3-8Cycloalkyl, Hetcyc, 
-OC 3 -8Cycloalkyl and Rc, with the proviso that if R4 is Rc, then either (1) Rl is not H, and no more 
than one of R2 , R6, and RlO is alkyl, or (2) R2 is CI, Br or F, and RIO is not alkyl; 

wherein Benzoheterocycle, C 3 -8Cycloalkyl, Hetcyc and -OC 3 -8Cycloalkyl are each 
optionally substituted with 1-3 groups independently selected from halogen, Ci-5alkyl, C 2 -5alkenyl , 
C 2 -5alkynyl , -OCi-5alkyl, -OC 2 -5alkenyl, -OC 2 _5alkynyl, C 3 -8Cycloalkyl, -SO x Ci-5alkyl, 
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-SO x NRaRb -SOxphenyl, C(0)Ci_3alkyl and -C(0)NRaRb wherein in all instances, said Ci-5alkyl, 
C2-5alkenyl , and C2-5alkynyl groups are linear or branched and are optionally substituted with 1-3 
halogens, and wherein Hetcyc, -OC3-8Cycloalkyl and C3-8Cycloalkyl may optionally have a C3-6- • 
spiro-cycloalkyl substituent on the ring where gem-disubstitution of a ring carbon is possible, wherein 
the spiro-cycloalkyl group is optionally substituted with 1-2 groups independently selected from methyl, 
trifluoromethyl, methoxy, trifluoromethoxy and halogen; 

wherein Rc is selected from the group consisting of halogen, -OH, 
-OSO2C1 _8alkyl, -OS02C3-8Cycloalkyl, -OS02Ar, Ci-8alkyl, C2-8alkenyl, C2-8alkynyl, -OC1 -8alkyl, 
-OC2-8alkenyl, -OC2-8alkynyl, and Aryl, wherein said 

-OS02Ci-8alkyl, Ci-salkyl, C2-8alkenyl, C2-8alkynyl, -OCi-8alkyl, -OC2-8alkenyl, and -OC2- 
Salkynyl are linear or branched, and are optionally substituted with (a) 1-5 halogens, (b) 1-2 groups 
independently selected from -OC1 -3alkyl, which are linear or branched and which are optionally 
substituted with 1-5 halogens, (c) 1 group selected from Aryl and C3_8Cycloalkyl, or (d) a mixture of 
one or more of (a), (b) and (c), and Aryl and C3_8Cycloalkyl are each optionally substituted as defined 
under Ar for Aryl and R4 for C3_8Cycloalkyl; 

or alternatively R4 and the adjacent substituent R3 or R5 may be connected to form a 5- 
or 6-membered heterocyclic ring that may be saturated, partly unsaturated or aromatic fused to the 
benzene ring, wherein the 5- or 6-membered fused ring comprises 1-3 heteroatoms independently 
selected from O, S, and N, where N may optionally be NR a and S may optionally be SO or SO2, said 
fused ring optionally also comprising 1-2 C=0 groups in the perimeter of the ring, wherein said 5- or 
6-membered heterocyclic fused ring is optionally substituted with 1-2 groups independently selected 
_ jrom R3. , 

17. (Amended) A compound as recited in Claim 1, wherein R 4 is R c , Rl is selected 
from the group consisting of -OH, Ci-7alkyl, C2-7alkenyl, C2-7alkynyl, -OCi-3alkyl, -OC2-3alkenyl, 
-OC2-3alkynyl, F, Br, CI, and Ar, wherein alkyl, alkenyl, alkynyl, -Oalkyl, -Oalkenyl and -Oalkynyl are 
linear or branched and are optionally substituted with (a) 1-7 halogen atoms, (b) 1-3 groups 
independently selected from (i) -OCi-3alkyl, which is optionally substituted with 1-5 halogen atoms, 
and (ii) phenyl, which is optionally substituted with 1-3 groups independently selected from halogen, 
Ci-5alkyl and -OCi-3alkyl, said Ci-5alkyl and -OCi-3alkyl being linear or branched and optionally 
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56. (New) A compound represented by a structure shown below, or a pharmaceutical^ 
acceptable salt or prodrug thereof, wherein the structure is selected from the group consisting of: 
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(A 



SEA FILE-REGISTRY ABB=0N PLU=0N (59-67-6/BI OR 9004-10-8/BI 
OR 100-39-0/BI OR 100-55-0/BI OR 103-16-2/BI OR 106-95-6/BI OR 
106650-56-0/BI OR 107-08-4/BI OR 109-64-8/BI OR 109229-58-5/BI 
OR 11041-12-6/BI OR 111025-46-8/BI OR 1131-60-8/BI OR 114-86-3/ 
,BI OR 122-09-8/BI OR 122320-73-4/BI OR 129560-99-2/BI OR 
e^l34523-00-5/BI OR 143201-11-0/BI OR 147098-20-2/BI OR 147511-69 
-1/BI OR 1518-83-8/BI OR 161600-01-7/BI OR 163222-33-1/BI OR 
166518-60-1/BI OR 194608-88-3/BI OR 194792-68-2/BI OR 194981-81 
-2/BI OR 194982-27-9/BI OR 197388-46-8/BI OR 200956-20-3/BI OR 
213252-19-8/BI OR 22232-71-9/BI OR 23288-49-5/BI OR 23866-72-0/ 
BI OR 25812-30-O/BI OR 29094-61-9/BI OR 29943-42-8/BI OR 
300865-11-6/BI OR 313511-16-9/BI OR 3239-44-9/BI OR 329900-75-6 
/BI OR 402-45-9/BI OR 406488-72-0/BI OR 406488-73-1/BI OR 
406488-74-2/BI OR 406488-75-3/BI OR 406488-84-4/BI OR 406488-85 
-5/BI OR 406488-86-6/BI OR 406488-87-7/BI OR 406488-88-8/BI OR 
406488-89-9/BI OR 406488-90-2/BI OR 4167-74-2/BI OR 41859-67-0/ 
BI OR 4255-62-3/BI OR 444341-48-4/BI OR 444341-49-5/BI OR 
444341-50-8/BI OR 444341-51-9/BI OR 444341-52-0/BI OR 444341-53 
-1/BI OR 444341-54-2/BI OR 444341-55-3/BI OR 444341-56-4/BI OR 
444341-57-5/BI OR 444341- 58-6/BI OR 444341-59-7/BI OR 444341-60 
-0/BI OR 444341-62-2/BI OR 444341-63-3/BI OR 444341-64-4/BI OR 
444341-65-5/BI OR 444341-66-6/BI OR 444341-67-7/BI OR 444341-68 
-8/BI OR 444341-69-9/BI OR 444341-70-2/BI OR 444341-71-3/BI OR 
444341-72-4/BI OR 444341-73-5/BI OR 444341-74-6/BI OR 444341-75 
-7/BI OR 444341-76-8/BI OR 444341-77-9/BI OR 444341-78-0/BI OR 
444341-79-1/BI OR 444341-80-4/BI OR 444341-81-5/BI OR 444341-82 
-6/BI OR 444341-83-7/BI OR 444341-84-8/BI OR 444341-85-9/BI OR 
444341-86-0/BI OR 444341-87-1/BI OR 444341-88-2/BI OR 444341-89 
-3/BI OR 444341-90-6/BI OR 444341-91-7/BI OR 444341-92-8/BI OR 
444341-93-9/BI OR 
STR -p 
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.C 
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Ov~- C^- Hy s> Gl^ G2^ Gl 
12 11 10 9 8 7 



C 
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VAR Gl=S/N/0 
REP G2=Cl-6) CHi 
NODE ATTRIBUTES: 
CONNECT IS E3 RC AT 3 
CONNECT IS El RC AT 12 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 
ECOUNT IS E9 C El 0 AT 



10 



GRAPH ATTRIBUTES: 
RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 



STEREO ^^47290) SEA^FILE=REGISTRY ABB=ON PLU=OJ^ffi/RID AND^SS Q 
AND 0>2 NOT PMS/CI p»Uj^«^ 
160)SEA FILE=REGISTRY SUB=L4 SSS FUL L3 f(, 0 JU» fwwv 

STR Y ***** 
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Cw\a G5 

VAR Gl-S/N/O 
REP G2=(l-6) CH2 
VAR G3=65/16 

VAR G4=28/30/32/34/58/52/41/54/51/55/OH/X/25/CY/69/74/71 

REP G5-C1-2) A 
NODE ATTRIBUTES: 
NSPEC IS RC AT 59 
CONNECT IS El RC AT 12 
CONNECT IS El RC AT 28 
CONNECT IS El RC AT 33 
CONNECT IS El RC AT 40 
CONNECT IS El RC AT 57 
DEFAULT MLEVEL IS ATOM 
GGCAT IS UNS AT 30 
GGCAT IS SAT AT 70 
DEFAULT ECLEVEL IS LIMITED 
ECOUNT IS E9 C El 0 AT 10 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 

NUMBER OF NODES IS 62 

STEREO ATTRIBUTES: NONE 

57)SEA FILE=REGISTRY SUB=L5 SSS FUL L6 

SEA FILE=REGISTRY ABB=ON PLU=ON L7 NOT C23 H38 07/MF 
'29}SEA FILE=REGISTRY ABB=ON PLU=0N L8 AND(12 \ 
SEA FILE=CAPLUS ABB=ON PLU=0N L9 
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Benzopyrancarboxylic acid derivatives with PPAR 
agonist activity for the treatment of diabetes and 
lipid disorders, and their preparation, pharmaceutical 
compositions, and use 

Sahoo, Soumya P.; Koyama, Hiroo; Miller, Daniel J.; 

Boueres, Julia K.; Desai , Ranjit C. 

USA 

U.S. Pat. Appl . Publ . , 42 pp. 

CODEN: USXXCO 

Patent 

English 
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PATENT NO. 
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US 2002103242 
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A2 20020808 WO 2001-US49501 20011026 

AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

HU, ID, IL, IN, IS, :p, KE, KG, KR, KZ, LC, LK, LR, LS, 

LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PH, PL, PT, 
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Pr-n II 

AB A class of benzopyrancarboxylic acid derivs. is disclosed, which comprises 
compds. that are potent agonists (no data) of peroxisome proliferator 



Searched by Susan Hanley 305-4053 



Page 3 



SOLOLA 10/021,667 

activated receptors (PPAR) alpha and/or gamma, and are therefore useful in 
the treatment, control, or prevention of non-insulin dependent diabetes 
mellitus (NIDDM) , hyperglycemia, dyslipidemia, hyperlipidemia, 
hypercholesterolemia, hypertriglyceridemia, atherosclerosis, obesity, 
vascular restenosis, inflammation, and other PPAR alpha and/or gamma 
mediated diseases, disorders and conditions. In particular, compds. I and 
their pharmaceutical^ acceptable salts and/or prodrugs are disclosed 
[wherein: Z = CH2, CO; Rl = H, OH, halo, (un)substituted alk(en/yn)yl , 
alk(en/yn)yloxy, or aryl ; or Rl forms (un)substi tuted cyclopropane fusion 
to adjacent C atom; X, Y = 0, S, SO, S02, CH2, (un)substi tuted NH; n = 

1- 6; R4 b (un)substituted benzoheterocyclyl , cycloalkyl, heterocyclyl , 
cycloalkyloxy, halo, OH or derivs., alk(en/yn)yl , alk(en/yn)yloxy , or 
aryl, etc.; other R groups = H, halo, OH, (un)substituted al k(en/yn)yl , 

. alk(en/yn)yloxy, aryl, aryloxy, aroyl , etc.; or R3R4 or R4R5 = 
(un)substituted 5- or 6-membered heterocyclic ring]. A list of 29 compds. 
is claimed, and their prepn. is described. For example, Et 
7-hydroxy-4-oxo-4H-chromene-2-carboxylate underwent a sequence of: (1) 
complete hydrogenation of the enone (98%), (2) etherifi cation of the ale. 
with PhCH20(CH2)3Br (66%), (3) alpha ethylation of the ester (70%), (4) 
hydrogenolytic debenzylation (100%), (5) conversion of the resultant ale. 
to a bromide (96%), (6) etherification of the bromide with 
3-(trifluoromethyl)-7-propyl-6-hydroxybenz[4,5]isoxazole (85%), and (7) 
alk. hydrolysis (100%), to give title compd. II. PPAR binding assays 
using human recombinant PPAR are described without data. 
Co-administration of compds. I with a variety of other drug categories, 
including a no. of specific drugs, is claimed. 
IT 444341-48-4P , 7- [3- (3-Tri f 1 uoromethyl -7-propyl benz [4 , 5] i soxazol -6- 
yloxy)propoxy]-2-ethylchromane-2-carboxylic acid 444341-49-5P, 
7- [3- [ [3- (2 , 2-Di methyl propyl ) -7-propyl benz [4 , 5] i soxazol -6-yl ] oxy] propoxy] - 

2- ethylchromane-2-carboxylic acid 444341-S0-8P, 

7- [3- (3-Phenyl -7-propyl benz [4 , 5] i soxazol -6-yl oxy) propoxy] -2-methyl chromane- 
2-carboxylic acid 444341-51-9P, 7-[3-[4-(l,2-Benzisoxazol-3-yl)- 
2-propyl phenoxy] propoxy] -2-ethyl chromane-2-carboxyl i c aci d 
444341-52-0P, 7- [3- [2-Chloro-4-(2 ,2,2- 

t ri f 1 uoroethoxy) phenoxy] propoxy] ch romane-2-carboxyl i c aci d 
444341-53-1P, 7-[3-[2-Chloro-4-(2,2,2- 

trifl uoroethoxy) phenoxy] propoxy] -2-methyl chromane-2-carboxylic acid 
444341- 54-2P , 7- [3- [2-Chl oro-4- (2,2,2- 

t ri f 1 uoroethoxy) phenoxy] propoxy] -2-ethyl chromane-2-carboxyl i c aci d 
444341-5S-3P, 7-[3-[2-Chloro-4-(2,2,2- 

t ri f 1 uoroethoxy) phenoxy] propoxy] -2-propyl chromane-2-carboxyl i c aci d 
444341-56-4P, 7- [3- [2-Propyl -4-(2 ,2 , 2- 

t ri f 1 uoroethoxy).phenoxy] propoxy] -2-ethyl chromane-2-carboxyl i c aci d 
444341-57-5P, 7- [3- (2-Chl oro-4-tert-butyl phenoxy) propoxy] -2- 
methylchromane-2-carboxylic acid 444341-58-6P, 

7- [3- (2-Chloro-4-cyclohexyl phenoxy) propoxy] -2-methyl chromane-2-carboxylic 
acid 444341-59-7P, 7-[3-(2-Chloro-4-cyclohexylphenoxy)propoxy]-2- 
ethylchromane-2-carboxylic acid 444341-60-0P, 
(2R) -7- [3- [2-Chl oro-4- (4-tet rahyd ropy ranyl ) phenoxy] propoxy] -2- 
ethylchromane-2-carboxylic acid 444341-62-2P, 

(2R) -7- [3- [2-Chl oro-4- (4 , 4-di methyl cycl ohexyl ) phenoxy] propoxy] -2- 
ethylchromane-2-carboxylic acid 444341-63-3P, 

(2R) -7- [3- (2-Chl oro-4-cycl ohexyl phenoxy) propoxy] -2-ethyl chromane-2- 
carboxylic acid 444341-64-4P, (2R)-7-[3-(2-Chloro-4- 
i sopropyl phenoxy) propoxy] -2-ethyl chromane-2-carboxyl i c aci d 
444341-65-5P, (2R)-7-[3-(2-Chloro-4-tert-butylphenoxy)propoxy]-2- 
ethylchromane-2-carboxylic acid 444341-66-6P, 

(2R) -7- [3- (2-Chl oro-4-i sobutyl phenoxy) propoxy] -2-ethyl chromane-2- 

carboxylic acid 444341-67-7P, (2R)-7-[3-(2-Chloro-4- 

trifl uoromethyl phenoxy) propoxy] -2-ethyl chromane-2-carboxylic acid 
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444341-68-8P, (2R)-7-[3-(2-Chloro-4-trifluoromethoxyphenoxy)propox 
y]-2-ethylchromane-2-carboxylic acid 444341-69-9P, 
(2R) -7- [3- [2-Chl oro-4- (2,2, 2-t ri f 1 uoroethoxy) phenoxy] propoxy] -2- 
ethyl chromane-2-carboxylic acid 444341-70-2P, 

(2S)-7- [3- [2-Chloro-4-(2 , 2 , 2-trif 1 uoroethoxy) phenoxy] propoxy] -2- 
ethylchromane-2-carboxylic acid 444341-71-3P, 

(2R)-7-[3-(2-Chloro-4-cyclohexylphenoxy)propoxy]-2-methylchromane-2- 
carboxylic acid 444341-72-4P, (2R)-7-[3-(2-Chloro-4- 
cycl opentyl phenoxy) propoxy] -2-methyl chromane-2-carboxyl i c aci d 
444341-73-5P, (2R) -7- [3- (2-Chloro-4-tert-butyl phenoxy) propoxy] -2- 
methylchromane-2-carboxylic acid 444341-74-6P, 

(2R) -7- [3- (2-Chloro-4-isobutyl phenoxy) propoxy] -2-methyl chromane-2- 
carboxylic acid 444341-75-7P, (2R)-7-[3-[2-Chloro-4-(2,2,2- 
trifl uoroethoxy) phenoxy] propoxy] -2-methyl chromane-2-carboxylic acid 
444341-76-8P, (2R)-7- [3- [2-Chloro-4-(4- 

tetrahydropyranyl ) phenoxy] propoxy] -2-methyl chromane-2-carboxyl i c aci d 
444341-77-9P , (2S) -7- [3- [2-Chl oro-4- (2,2,2- 

tri f 1 uoroethoxy) phenoxy] propoxy] -2-methyl chromane-2-carboxyl i c aci d 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; prepn. of benzopyrancarboxylic acid derivs. as PPAR 
agonists for treatment of diabetes and lipid disorders) 
RN 444341-48-4 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 2-ethyl-3,4-dihydro-7-[3-[[7-propyl-3- 
(trifluoromethyl)-l,2-benzisoxazol-6-yl]oxy]propoxy]- (9CI) (CA INDEX 
NAME) 



n-Pr 




RN 444341-49-5 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[[3-(2,2-dimethylpropyl)-7-propyl- 
l,2-benzisoxazol-6-yl]oxy]propoxy]-2-ethyl-3,4-dihydro- (9CI) (CA INDEX 
NAME) 




RN 444341-50-8 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 3,4-dihydro-2-methyl-7-[3-[(3-phenyl-7- 
propyl-l,2-benzisoxazol-6-yl)oxy]propoxy]- (9CI) (CA INDEX NAME) 
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n-Pr 




RN 444341-51-9 CAPLUS 

CN 2H-l-Benzopyran-2-carboxy1ic acid, 7-[3-[4-(l,2-benzisoxazol-3-yl)-2- 
propy1phenoxy]propoxy]-2-ethyl-3,4-dihydro- (9CI) (CA INDEX NAME) 



n-Pr 




RN 444341-52-0 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2,2,2- 

trifluoroethoxy)phenoxy]propoxy]-3,4-dihydro- (9CI) (CA INDEX NAME) 



CI 




RN 444341-53-1 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2,2,2- 

trifluoroethoxy)phenoxy]propoxy]-3,4-dihydro-2-methyl- (9CI) (CA INDEX 
NAME) 



CI 

| Me 
fl^T - °~ C CH 2)3~0 

F3C-CH2-(T^^ 



RN 444341-54-2 CAPLUS 
CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2,2,2- 

trif!uoroethoxy)phenoxy]propoxy]-2-ethy1-3,4-dihydro- (9CI) (CA INDEX 

NAME) 
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RN 444341-55-3 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2,2,2- 

trifluoroethoxy)phenoxy]propoxy]-3,4-dihydro-2-propy1- (9CI) (CA INDEX 
NAME) 




RN 444341-56-4 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 2-ethyl-3,4-dihydro-7-[3-[2-propyl-4- 
(2,2,2-trifluoroethoxy)phenoxy]propoxy]- (9CI) (CA INDEX NAME) 



n-Pr 




RN 444341-57-5 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(l,l- 

dimethylethyl)phenoxy]propoxy]-3,4-dihydro-2-methyl- (9CI) (CA INDEX 
NAME) 




RN 444341-58-6 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-(2-chloro-4- 

cyclohexylphenoxy)propoxy]-3,4-dihydro-2-methyl- (9CI) (CA INDEX NAME) 
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RN 444341-59-7 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-(2-ch1oro-4- 

cyclohexylphenoxy)propoxy]-2-ethyl-3,4-dihydro- (9CI) (CA INDEX NAME) 



CI 



0^0—°- CCH 2 )3-0- 





a 







C02H 

Et 



RN 444341-60-0 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(tetrahydro-2H-pyran-4- 
yl)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0^ .0^ 
CCH 2 )f 



-0. » Et 



C02H 



RN 444341-62-2 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(4,4- 

dimethylcyclohexyl)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me 




Me 



RN 444341-63-3 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-(2-chloro-4- 

cyclohexylphenoxy)propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 444341-64-4 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(l- 

methylethyl)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA INDEX 
NAME). 

Absolute stereochemistry. 



CI 



i-Pr 




RN 444341-65-5 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(l,l- 

di methyl ethyl ) phenoxy] propoxy] -2-ethyl -3 , 4-di hyd ro- , (2R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



CI 



t-Bu 




RN 444341-66-6 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2- 

methylpropyl)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



CI 



i-Bu 




RN 444341-67-7 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4- 

(tri f 1 uoromethyl ) phenoxy] propoxy] -2-ethyl -3 , 4-di hydro- , (2R) - (9CI) (CA 
INDEX NAME) 
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CI 



F3C 




RN 444341-68-8 CAPLUS 

CN 2H-l-Benzopyran-2-carboxy1ic acid, 7-[3-[2-chloro-4- 

(trifluoromethoxy)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



CI 




RN 444341-69-9 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2,2,2- 

trifluoroethoxy)phenoxy]propoxy]-2-ethyl-3,4-dihydro-, (2R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



CI 




RN 444341-70-2 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2 ,2,2- 

tri f 1 uoroethoxy) phenoxy] propoxy] -2-ethyl -3 , 4-di hydro- , (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



CI 




RN 444341-71-3 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7- [3-(2-chloro-4- 
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cyclohexylphenoxy)propoxy]-3,4-dihydro-2-methyl-, (2R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 444341-72-4 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7- [3-(2-chloro-4- 

cyclopentylphenoxy)propoxy]-3,4-dihydro-2-methyl-, (2R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 444341-73-5 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(l,l- 

dimethylethyl)phenoxy]propoxy]-3,4-dihydro-2-methyl-, (2R)- (9CI) CCA 
INDEX NAME) 

Absolute stereochemistry. 



CI 



t-Bu 




RN 444341-74-6 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2- 

methylpropyl)phenoxy]propoxy]-3,4-dihydro-2-methyl-, (2R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



CI 



i-Bu 




RN 444341-75-7 CAPLUS 
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CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2 2 2- 

INDEX U NAME) thOXy)PhenOXy]PrOPOXy] " 3 ' 4 "^ C2R)_ (9CI > CCA 

Absolute stereochemistry. 




RN 444341-76-8 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(tetrahydro-2H-pyran-4- 
yl)phenoxy]propoxy]-3,4-dihydro-2-niethyl-, (2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




(CH 2 )f 




RN 444341-77-9 CAPLUS 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-chloro-4-(2 2 2- 

INDE^NAME) ^° X ^ ^ , ' 1Gnox ^-' P ro P° x y] ~ 3 , 4-di hydro-2-methyl - \ (2S)- (9CI) (CA 

Absolute stereochemistry. 



CI 
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L10 ANSWER 1 OF 27 REGISTRY COPYRIGHT 2003 ACS 
RN 376346-30-4 REGISTRY 
CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-(cyclopropylmethyl)-3-methoxy-4 

(4-thiazolyl)phenoxy]propoxy]-3,4-dihydro-8-propyl-, (2R)- (9CI) (CA 

INDEX NAME) 
FS STEREOSEARCH 
MF C30 H35 N 06 S 
SR CA 

LC STN Files: CA, CAPLUS 
Absolute stereochemistry. 



MeO. 



^CCH 2 )3 



n-Pr 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

REFERENCE 1 
AN 136:187- CA 

TI Measuring molecular similarity and diversity: total pharmacophore 

diversity 
AU Makara, Gergely M. 

CS NeoGenesis Drug Discovery Inc., Cambridge, MA, 02139, USA 
SO journal of Medicinal Chemistry (2001), 44(22), 3 563-3571 

~C0DEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 

AB A novel method, total pharmacophore diversity (ToPD) , based on known 
pharmacophore features for numerically defining mol . similarity or 
diversity is described. The method captures the 3D shape and 
functionality of mols. by the anal, of relevant intramol. distances to 
generate a short and descriptive pharmacophoric fingerprint for each mol. 
The ToPD fingerprints can then be used in diversity anal., clustering, or 
database searching. Conformational sampling is carried out when needed by 
the means of mol. dynamics. Our results show that ToPD outperforms a 
traditional 2D fingerprint technique in all test cases. 

RE.CNT 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L10 ANSWER 2 OF 27 REGISTRY COPYRIGHT 2003 ACS 
RN 206268-03-3 REGISTRY 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[[5-ethyl-4'-fluoro-2- 

(phenyl methoxy) [1 , 1 1 -bi phenyl ] -4-yl ] oxy] propoxy] -3 , 4-di hydro-8-propyl - 



Searched by Susan Hanley 305-4053 



Page 1 



SOLOLA 10/021,667 



(9CI) CCA INDEX NAME) 
FS 3D CONCORD 
MF C37 H39 F 06 

CD CA 

LC STN Files: CA, CAPLUS, USPATFULL 




Ph-CH2-0 



n-Pr 



0-CCH2)3-0 




CO2H 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 

Rajopadhye, Milind; Sworin, Michael 
PA Bristol-Myers Squibb Pharma Company, USA 
SO U.S., 128 pp. 

CODEN: USXXAM 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI US 6416733 

US 2003007927 

PRAI US 1996-27955P 
US 1997-943659 

CI 



Bl 20020709 
Al 20030109 

19961007 

19971003 



APPLICATION NO. DATE 

_*—r==*«^ 

Gs_1997-94365j^ 19971003 ' 
US 2002-109374 20020327 



6 



OH 



.Me Me 




NHCO 




S03- 



CH 

II 
N 

NH2+ 




Et 



AB 



The present invention provides "°^\ radio P har ^ eu a ^ C f4 s US ^ U f 1 ul f ? 0 r the 
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diaqnosis. The radiopharmaceuticals bind in vivo to the leukotnene B4 
CLTB4) receptor on the surface of leukocytes which accumulate at the site 
of infection and inflammation. The reagents provided by this invention 
are also useful for the treatment of diseases assocd. with infection and 
inflammation. Thus, the leukotriene antagonist (I) was prepd. and shown 
to be active in an LTB4 human neutrophil (PMN) binding assay. Compd. I 
was used to prep. 99mTc(tricine)(TPPTS)(4-ethyl-2-C4-fluorophenyl)-[5-[5,5- 
di methyl -6- [ [ [6-di azeni do-3-pyri di nyl ] carbonyl ] ami no] hexyl ] oxy] phenol ) 
(TPPTS = tri(3-sulfonatophenyl)phosphine, sodium salt) which was used to 
detect inflammation/infection in guinea pig and rabbit focal infection 

RE CNT° d 58 S ' THERE ARE 58 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE 2 

AN 136:362949 CA , . . ^ 

TI Technetium-99m and indium-Ill complexes for simultaneous dual isotope 

imaging of perfusion and inflammation 
IN Carpenter, Alan P., Jr. 
PA Bristol-Myers Squibb Pharma Company, USA 
SO PCT Int. Appl., 439 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



PI WO 2002036173 
WO 2002036173 
W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PT, RO, 
UZ, VN, 
RW: GH, GM, 
DE, DK, 
BJ, CF, 
All 2002030576 
rT uS 2003003049 i 
PRAI US 2000-245554P 
WO 2001-US46153 

GI 



KIND DATE 

A2 20020510 

A3 20020926 
AL, AM, AT, AU, AZ, 
CU, CZ, DE, DK, DM, 
HU, ID, IL, IN, IS, 
LU, LV, MA, MD, MG, 
RU, SD, SE, SG, SI, 
YU, ZA, ZW, AM, AZ, 
KE, LS, MW, MZ, SD, 
ES, FI, FR, GB, GR, 
CG, CI, CM, GA, GN, 
A5 20020515 
Al 20030102 

20001103 

20011102 



APPLICATION NO. DATE 



WO 2001-US46153 ( 20011102. 



BA, BB, BG, BR, 
DZ, EC, EE, ES, 
JP, KE, KG, KP, 
MK, MN, MW, MX, 
SK, SL, TJ, TM, 
BY, KG, KZ, MD, 
SL, SZ, TZ, UG, 
IE, IT, LU, MC, 
GQ, GW, ML, MR, 
AU 2002-30576 
US 2001-2359 



BY, BZ, CA, 
FI, GB, GD, 
KR, KZ, LC, 
MZ, NO, NZ, 
TR, TT, TZ, 
RU, TD, TM 
ZW, AT, BE, 
NL, PT, SE, 
NE, SN, TD, 
20011102 
20011102 



CH, CN, 

GE, GH, 

LK, LR, 

PH, PL, 

UA, UG, 

CH, CY, 
TR, BF, 
TG 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention provides novel diagnostic compns e.g., 99mTc 
complex of I or lllln complex of II, comprising a radiolabeled LTB4 
binding agent and a radiolabeled perfusion imaging agent, wherein the 
radiolabeled agents have spectrally separable energies, diagnostic kits 
comprising such compns., and methods of concurrent imaging in a mammal 
comprising administering a radiolabeled LTB4 binding agent and a 
radiolabeled perfusion imaging agent, and concurrently detecting the 
radiolabeled LTB4 binding agent bound at the LTB4 receptor and the 
radiolabeled perfusion imaging agent. The method is for use in concurrent 
imaging sites of inflammation and organ perfusion. 
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REFERENCE 3 



ti RadioSharmaceuticals for imaging infection and inflammation 

ll Barrett? 5ohn Andrew; Cheesman, Edward Hollister; Harris, Thomas David; 

Rajopadhye, Milind 
PA Du Pont Merck Pharmaceutical Company, UbA 
SO PCT Int. Appl . , 352 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI 



WO 
WO 



AU 
AU 
BR 
CN 
EP 



NZ 
JP 
EP 
EP 



ZA 
KR 

PRAI US 
EP 
WO 

CI 



9815295 
9815295 

W: AM, AU, 
LV, MD, 
AZ, BY, 

RW: AT, BE, 
9852381 
736481 
9712281 
1239895 
999856 

R: AT, BE, 
IE, FI 
335539 
2001525796 
1293214 
1293214 

R: AT, BE, 
IE, FI 
9708956 
2000048922 

1996- 726507 

1997- 947259 
1997-US18096 



A2 19980416 
A3 19980827 
AZ, BR, BY, CA, CN, 
MX, NO, NZ, PL, RO, 
KG, KZ, MD, RU, 13, 
CH, DE, DK, ES, FI, 
Al 19980505 
B2 20010726 
A 19990831 
A 19991229 
A2 20000517 



CH, DE, DK, ES, FR, 

A 20010629 
T2 20011211 
A2 20030319 
A3 20030326 
CH, DE, DK, ES, FR, 

A 19990416 
A 20000725 

19961007 

19971006 

19971006 



WO 1997-US18096 19971006 

CZ, EE, HU, IL, DP, KG, KR, KZ, LT, 
RU, SG, SI, SK, TJ, TM, UA, VN, AM, 
TM 

FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
AU 1998-52381 19971006 

BR 1997-12281 19971006 
CN 1997-180342 19971006 
EP 1997-947259 19971006 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 



NZ 1997-335539 
JP 1998-517680 
EP 2002-79932 



19971006 
19971006 
19971006 



GB, GR, IT, LI, LU, NL, SE, MC, PT, 



ZA 1997-8956 
KR 1999-702953 



19971007 
19990406 




Me Me 



NHCO 




AB The present invention provides novel radiopharmaceuticals useful for the 
diagnosis of infection and inflammation, reagents and kits useful for 
pre?S the radiopharmaceuticals, methods of imaging sites of infection 
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and/or inflation in a patient an; 1 - the of di agn |; 9 diseases 
assocd. with infection or inf ammation in ft™^"^ leuko triene B4 
diagnosis. The radiopharmaceut.ca Is Jj^J ^ accurnu1ate at the site 
(LTB4) receptor on the surface OT ' e J"™JJ provided by this invention 
of infection and inflammation. T n */*^ents Pr . with infection and 
are also useful for the treatment of diseases assoc 
inflammation. Thus, the Jeukotnene antagoj st (I) Compd 1 

to be active in an LTB4 human ^^J^^^^l.^uoropheny^-CS-CS.S- 

model s . 

ANSWER 3 OF 27 REGISTRY COPYRIGHT 2003 ACS 

162153-47-1 REGISTRY rW2-(cvclopropylmethyl)-3-methoxy-4- 

SfflBK^ (9CD (CA INDEX 

NAME) 
OTHER NAMES: 
CN SC 52799 
FS STEREOSEARCH 
MF C30 H35 N 06 S 
en r& 

LC STN Files: CA, CAPLUS 



L10 

RN 

CN 



Rotation (-) ■ 



n-Pr 




0. 




C02H 



-PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

1 REFERENCES IN FILE CA C1957 TO DATE) 

I REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 



AN 122:230123 CA tHene B4 Receptor Antagonists Related to SC-41930: 

* u ^• J ir , ,ME. , .Mfo'" aaries p - ; Fretland ' Dona 

cs 5SS5JT5 c^st? 1 /, s«ri. Research a„a oev^p-ent, a*.. 

^-CODlRTTMtMXR; ISSN : 0022-2623 
PB American Chemical Society 
DT Journal 
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AB The previous reports have highlighted the first-generation leukotnene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy)propoxy] -3 , 4-di hydro-8-propyl -2H-l-benzopy ran-2-carboxyl l c 
acid) which has potent oral, topical, and intracolonic activity in various 
animal models of inflammation. Extensive structure-activity relation 
studies, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
( 7 _ [ 3 _ [2- (cycl opropyl methyl ) - 3-methoxy-4- (4-thi azol yl ) phenoxy] propoxy] -3,4- 
dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolonic routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+) -isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 

L10 ANSWER 4 OF 27 REGISTRY COPYRIGHT 2003 ACS 
RN 162153-46-0 REGISTRY 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-(cyclopropylmethyl)-3-methoxy-4- 
(4-thiazolyl)phenoxy]propoxy]-3,4-dihydro-8-propyl-, (+)- (9CI) CCA INDEX 

NAME) 
OTHER NAMES: 
CN SC 52798 
FS STEREOS EARCH 
MF C30 H35 N 06 S 

LC STN Files: CA, CAPLUS, DRUGNL, DRUGUPDATES, USPATFULL 
Rotation (+) . 



n-Pr 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 



TI Compositions comprising a cyclooxygenase-2 inhibitor and a leukotnene B4 

receptor antagonist for reducing transplant rejection 
IN Gregory, Susan A.; Isakson, Peter C; Anderson, Gary 
PA G.D. Searle & Co., USA; Gregory, Susan A.; Isakson, Peter C; Anderson, 

Gary 

SO PCT Int. Appl., 63 pp. 
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CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI {^9729775^) Al 19970821 WO 1997-US1422 19970211 

\T W\J^\ AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, 

DK, EE, ES, FI, GB, GE, HU, IL, IS, JP, KE, KG, KP, KR, KZ, LC, 

LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, 

RO, RU, SD, SE, SG, SI, SK, TJ, TM, TR, TT, UA, UG, US, UZ, VN, 

YU, AM, AZ, BY, KG, KZ, MD, RU, TJ , TM 

RW: KE, LS, MW, SD, SZ, UG, AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, 

IE, IT, LU, MC, NL, PT, SE, BF, BJ , CF, CG, CI, CM, GA, GN, ML, 

MR, NE, SN, TD, TG 

CA 2246356 AA 19970821 CA 1997-2246356 19970211 

AU 9722500 Al 19970902 AU 1997-22500 19970211 

EP 880362 Al 19981202 EP 1997-905663 19970211 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, PT, IE, FI 

3^20Qn5Q5Ml T2 20000509 HP 1997-529359 19970211 

/0 £jl72096l3 Bl 20010109 US 1998-75633 19980511 

PRAmTl996-600580 19960213 

WO 1997-US1422 19970211 
AB Treatment with a cyclooxygenase-2 inhibitor and a leukotriene B4 receptor 
antagonist is described as being useful in reducing recipient rejection of 
transplanted organs and for treatment of autoimmune diseases. 

REFERENCE 2 



AN 122:230123 CA 

TI Second Generation Leukotriene B4 Receptor Antagonists Related to SC-41930: 

Heterocyclic Replacement of the Methyl Ketone Pharmacophore 
AU Penning, Thomas D.; Djuric', Stevan W.; Miyashiro, Julie M.; Yu, Stella; 

Snyder, James P.; Spangler, Dale; Anglin, Charles P.; Fretland, Donald J . ; 

Kachur, James F. ; et al . 
CS Department of Chemistry, Searle Research and Development, Skokie, IL, 

60077, USA 

SO Journal of Medicinal Chemistry (1995), 38(6), 858-68 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 

AB The previous reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy) propoxy] -3 , 4-di hydro-8-propyl -2H-l-benzopyran-2-carboxyl i c 
acid) which has potent oral, topical, and intracolonic activity in various 
animal models of inflammation. Extensive structure-activity relation 
studies, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
(7- [3- [2- (cycl opropyl methyl ) -3-methoxy-4- (4-thi azol yl ) phenoxy] propoxy] -3 , 4- 
dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolonic routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+)-isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 
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L10 ANSWER 5 OF 27 REGISTRY COPYRIGHT 2003 ACS 

RN 162105-83-1 REGISTRY 

CN 2H-l-Benzopyran-2-carboxyl i c aci d , 3 , 4-di hydro-7- [3- [3-methoxy-2-propyl - 
(1H-1, 2, 3-triazol-4-yl)phenoxy] propoxy] -8-propyl- (9CI) (CA INDEX NAME) 

FS 3D CONCORD 

MF C28 H35 N3 06 

SR CA 

LC STN Files: CA, CAPLUS 




n-Pr 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

REFERENCE 1 

AN 122:230123 CA n JtiMA 

TI Second Generation Leukotriene B4 Receptor Antagonists Related to SC-41930: 

Heterocyclic Replacement of the Methyl Ketone Pharmacophore 
AU Penning, Thomas D. ; Djuric\ Stevan W. ; Miyashiro, Julie M.; Yu, Stella; 

Snyder, James P.; Spangler, Dale; Anglin, Charles P.; Fretland, Donald J.; 

Kachur, James F.; et al. . 
CS Department of Chemistry, Searle Research and Development, Skokie, IL, 

60077, USA 

SO JouroaL of Medicinal Chemistry (1995), 38(6), 858-68 

"tODEN: JMCMAR; ISSN: 0022-2623 ~ 
PB American Chemical Society 
DT Journal 

LA English . 

AB The previous reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy) propoxy] -3 , 4-di hydro-8-propyl -2H-l-benzopyran-2-carboxyl l c 
acid) which has potent oral, topical, and intracolonic activity in various 
animal models of inflammation. Extensive structure-activity relation 
studies, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
(7_[3_[2-(cyclopropylmethyl)-3-methoxy-4-(4-thiazolyl)phenoxy] propoxy] -3,4- 
dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolonic routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+)-isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 

L10 ANSWER 6 OF 27 REGISTRY COPYRIGHT 2003 ACS 

RN 162105-82-0 REGISTRY . 

CN 2H-l-Benzopyran-2-carboxylic acid, 3,4-dihydro-7-[3-[4-(5-isoxazolyl)-3- 
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methoxy-2-propylphenoxy]propoxy]-8-propyl- (9CI) (CA INDEX NAME) 

FS 3D CONCORD 

MF C29 H35 N 07 

SR CA 

LC STN Files: CA, CAPLUS 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

REFERENCE 1 

AN 122:230123 CA , 103n , 
TI Second Generation Leukotriene B4 Receptor Antagonists Related to SC-41930. 

Heterocyclic Replacement of the Methyl Ketone Pharmacophore 
AU Penning, Thomas D. ; Djuric', Stevan W. ; Miyashiro, Julie M . ; Yu, Stella; 

Snyder, James P.; Spangler, Dale; Anglin, Charles P.; Fretland, Donald J.; 

Kachur, Dames F. ; et al . . . 

CS Department of Chemistry, Searle Research and Development, Skokie, IL, 

60077, USA 

SO Journal of Medicinal Chemistry (1995), 38(6), 858-68 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

AB The" 1 previous reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy) propoxy] -3 , 4-di hydro-8-propyl -2H-l-benzopy ran-2-carboxyl i c 
acid) which has potent oral, topical, and intracolonic activity in various 
animal models of inflammation. Extensive structure-activity relation 
studies, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
( 7 . [3- [2- (cyclopropylmethyl )-3-methoxy-4- (4-thi azolyl ) phenoxy] propoxy] -3 , 4- 
dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolonic routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+)-isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 

L10 ANSWER 7 OF 27 REGISTRY COPYRIGHT 2003 ACS 

RN 156005-27-5 REGISTRY , . , 

CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[2-ethyl-5-hydroxy-4-(lH-pyrazol -3- 

yl)phenoxy]propoxy]-3,4-dihydro-8-propyl- (9CI) (CA INDEX NAME) 
FS 3D CONCORD 
MF C27 H32 N2 06 
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HN' 




0- (CH2)3- 




n-Pr 



C02H 



Et 



**PROPERTY DATA AVAILABLE IN THE 'PROP 



FORMAT** 



2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 

AN 132:246369 CA 

TI Use of non-peptidyl compounds for the treatment of insulin- related 
ailments 

IN Helmerhorst, Erik; Plewright, Brian Scott 
PA Curtin University of Technology, Australia 
SO PCT Int. Appl . , 129 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2(/oddl6798 Al 20000330 WO 1999-AU786 19990917 

W: AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CR, CU, 
CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, IIP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, 
MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, AZ, 
BY, KG, KZ, MD, RU, TJ , TM 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ , CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
CA 2345155 AA 20000330 CA 1999-2345155 19990917 

AU 9960707 Al 20000410 AU 1999-60707 19990917 

EP 1115422 Al 20010718 - EP 1999-947113 19990917 - 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
PRAI AU 1998-6091 19980922 
WO 1999-AU786 19990917 
AB The present invention relates to the use of at least a non-peptidyl compd. 
as a biol. modulator of insulin activity or insulin-related activity for 
the treatment of insulin-related diseases. Non-peptidyl compds. of the 
present invention exert their effects by mimicking amino acids spatially 
located on insulin, enabling those compds. to bind to the insulin receptor 
or insulin-like receptor causing biol. modulation of the activity of the 
receptor. A method for identifying a non-peptidyl compd. comprises the 
steps of: (1) comparing the 3D structure of the non-peptidyl compd. with a 
3D pharmacophore of an active site of insulin, and (2) selecting a 
non-peptidyl compd. The compds. may act either as agonists or antagonists 
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* • .n-in «r -insulin-like activity. Pharmaceutical compns. contg. chem. 

acid] % 025) was an antagonist of insulin action IM 025 caused a 
dose-dependent decrease in the incorporation of 32P into FYF PJf"" " 
fiSllSSl-ulated tubes and inhibited glucose transport in 3T3L1 cells, 

biol dose response curve with an apex at concn. of 110 .mu.M and an 

RE CNT^rB 6 "' ThTreIreVcITEdTeFERENCES AVAILABLE FOR THIS RECORD 
RE.CNT 13 all CITATIONS AVAILABLE IN THE RE FORMAT 

REFERENCE 2 

JI Leukotriene^ (LTB4) Receptor Antagonists: A Series of 

AU K^tSTHlckson, William T. ; Froelich, Larry L, Boyd, Robert 

CS L^l^M ^^napolis, IN, 46285, 

SO Doirnal of Medicinal Chemistry C1994) , 37(15), 2411-20 

CODEN: JMCMAR; ISSN: 0022-2623 
DT Dournal 
LA English 
GI 



NH 

; 

OH 



r — \\r\ 



Et 

)(CH2) 5CMe2 



A" 

NH 



v B A series of (hydroxyphenyl)pyrazoles was designed by mol ™> d e 1in 9 

further preclin. evaluation. 
L10 ANSWER 8 OF 27 REGISTRY COPYRIGHT 2003 ACS 

RN 152608-30-5 REGISTRY 7 . r 3.r(5-ethyl-4'-fluoro-2-hydroxy[l,l'- 
CN ^"yl5^ W «* INDEX NAME) 
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MF C30 H33 F 06 
CD CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 



n-Pr 




0. /C02H 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

12 REFERENCES IN FILE CA (1957 TO DATE) 

11 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 

TI Preparation of [(phenoxyalkoxy)phenoxy]benzoates and analogs for reversal 

of multidrug resistance 
IN Jedlitschky, Gabriele; Leier, Inka; Keppler, Dietrich 
PA Eli Lilly and Company, USA 
SO U.S., 28 pp., Cont.-in-part of U.S. 5,543,428. 

CODEN: USXXAM 
DT Patent 
LA English 
FAN.CNT 3 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI US 6235785 
US 5543428 
DE 4432563 
DE 4432563 
WO 9606604 
WO 9606604 

W: AM, AT, 
GE, HU, 
MK, MN, 
TM, TT 
RW: KE, MW, 
LU, MC, 
SN, TD, 
US 2002010213 
US 2002013370 
PRAI US 1994-298644 
DE 1994-4432563 
WO 1995-US11125 
US 1997-793659 

GI 



Bl 20010522 
A 19960806 
Al 19960314 
C2 19970724 
A2 19960307 
A3 19960801 
AU, BB, BG, BR, BY, 
IS, DP, KE, KG, KP, 
MW, MX, NO, NZ, PL, 

SD, SZ, UG, AT, BE, 
NL, PT, SE, BF, B3, 
TG 

Al 20020124 
Al 20020131 

19940831 

19940913 

19950831 

19970226 



US 1997-793659 19970226 
US 1994-298644 19940831 
DE 1994-4432563 .19940913 

WO 1995-US11125 19950831 

CA, CH, CN, CZ, DK, EE, ES, FI, GB, 
KR, KZ, LK, LR, LT, LU, LV, MD, MG, 
PT, RO, RU, SD, SE, SG, SI, SK, T3, 

CH, DE, DK, ES, FR, GB, GR, IE, IT, 
CF, CG, CI, CM, GA, GN, ML, MR, NE, 



US 2001-836429 
US 2001-836567 



20010417 
20010417 
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AB 



C02Na II 



R1Z 10CCH2)nOZOR [I; R =Cun) substitutes ^^^ |Z " 
2- Cun) substituted 1,3-phenylene, Zl - 3 JiKyi ^ ' c6H3Pr was ethenfied 
1.4 phenylene; n = 3-5] were | prep T us 2 6 cho; ^ 

by 2-IC6H4C02Me an th e « ^JS, 2 addnl " StePS ' 
6-benzyloxy-3-ethyl-l,4 P ne "y": ' ' f x e g -i ven . 
compd. II. Dat a for biol . a g AVAILABLE FOR THIS RECORD 
RE . CNT 38 ^ll CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE 2 



AN 
TI 
IN 



PA 
SO 



Sanation, for *°™™°L?£*Z^«"^ 

Eli Lilly and Company, USA 
270 pp. 



Smith, 



pa Int. Appl 
CODEN: PIXXD2 
DT Patent 
LA Engl i sh 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI WO 2001034198 
WO 2001034198 
W: *" " r 



A2 
A3 



APPLICATION NO. DATE 
20010517 WoloOO-US~30941 20001^9 

,34198 A3 20020214 BY, BZ, CA, 

AE, AG, AL, AM, AT, AU, AZ, BA, w», c£ CH> 

CR, CU, CZ, DE, OK, DM. DZ, EE, ES PI LK, LR, 

HU, ID, IL, IN, IS, JP, KE, KG, KT, p pT; 

LU , LV, MA, MD, MG MK, MN MW, MX MZ, ^ ^ ^ ^ 

S: It S: 5: : : g : «■ g. g : E: 3. at, be. 

RW: GH, GM, KE, LS, MW, MZ, SD, SL SZ TZ n ^ ^ 

£■ d c k f ; £: S: S: S: S: cw: ml ; «. «. sn. td , tg 

PRAI US 1999-164900P 19991111 
GI 



CH, CN, 
GM, HR, 
LS, LT, 
RO, RU, 
UZ, VN, 

ch, a, 

TR, BF, 



P31Q6 13 
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0^ ^OH II 



AB A method of treating cancer that comprises administering a patient 
ionizing radiation in conjunction with effective atnts. of a 
2° "-difluoronucleoside anti-cancer compd. and a leukotnene LTB4 
inhibitor (I) [wherein X = a 5-membered (un)substituted heterocycle or 
fused bi cyclic radical consisting of a carbocyclic group fused to 2 
adiacent C atoms of a 5-membered (un) substituted heterocycle; Yl = a bond 
orient linking group contg 1-9 atoms; Y2 and Y3 = mdepen ently 
0 or S- Z = an acidic group; Rl = Calk)aryl, cycloalkyl, Car)alkyi, 
?ar)alkenyl, alkynyl, haloalkyl, aryloxy, or alkoxy; R2 = H, halo(alkyl), 
alkoxy (cyclo)alkyl, acidic group, or (CH2)l-7-acidic group; R3 = 
fcvclo^alkyl (CH2)l-7-cycloalkyl , alkenyl, alkynyl, benzyl or aryl ; n = 
0-6 is disclosed Examples includes 17 syntheses, 22 formulations, and 
lewis luna test results. For instance, benzylation of 
iT2-hyarLy-4-(3-chloropropoxy)-5-ethylphenyl]ethanone (69%), coupling 
the ethanone with 2 -(3-hydroxy-2-propylphenoxy)benzoic acid Me ester 
f72» oxidn to give the .alpha. -hydroxy ketone (31%), cyclization with 
ir ff ic anhydr?Se 9 and formamide to give the oxazole (6%) debenzylation 
w 1th BF3.bul.OEt2 (45%), and deesterification (92%) afforded II (R = 
4-oxazolyl). Treatment of C57B1 mice with 100 mg/kg of the LTB4 
antagonist, 2-[2-propyl-3-[3-[2-ethyl-5-hydroxy-4- 4- 
f 1 uorophenyl ) phenoxy] propoxy] phenoxy] benzoi c aci d (II , R = 4 " F«H4) , 60 
ma/ka of gemcitabine.bul .HC1 , and 400 Rads of radiation delayed growth of 
murine Lewis ung carcinoma by an av. of 32.3 days, compared to a delay of 
S A days using ?he gemcitabine.bul .HC1 and radiation combination In 
addn., the mean no. of lung metastases was reduced from 11.5 to 7.0. 



REFERENCE 3 

AN 134:366681 CA 

TI Oncolytic combinations for the treatment of cancer 

IN Sawyer, Jason Scott; Teicher, Beverly Ann; Beight, Douglas Wade; Smith, 

Edward C. R. ; McMillen, William Thomas 
PA Eli Lilly and Company, USA 
SO PCT Int. Appl., 250 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 
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PI WO 2001034197 A2 20010517 WO 2000-US30839 20001109 

WO 2001034197 A3 20020510 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, 

HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 

SD, SE, SG, SI, SK, SL, TJ , TM, TR, TT, TZ, UA, UG, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ , TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ,.CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
PRAI US 1999-164704P 19991111 
GI 




AB A method of treating cancer with radiation in conjunction with the 
administration of a leukotriene LTB4 inhibitor (I) [wherein X = a 
5-membered (un)substituted heterocycle or fused bicyclic radical 
consisting of a carbocyclic group fused to 2 adjacent C atoms of a 
5-membered (un)substituted heterocycle; Yl = a bond or divalent linking 
group contg. 1-9 atoms; Y2 and Y3 = independently CH2, 0, or S; Z = an 
acidic group; Rl = (alk)aryl, cycloalkyl, (ar)alkyl, (ar)alkenyl, alkynyl, 
haloalkyl, aryloxy, or alkoxy; R2 = H, halo(alkyl), alkoxy, (cyclo)alkyl , 
acidic group, or (CH2)l-7-acidic group; R3 = (cyclo)alkyl , 
(CH2)l-7-cycloalkyl , alkenyl, alkynyl, benzyl, or aryl ; n = 0-6] is 
disclosed. Examples includes 17 syntheses, 7 formulations, nude mouse 
xenograft test results, and Lewis lung test results. For instance, 
benzyl ati on of l-[2-hydroxy-4-(3-chloropropoxy)-5-ethyl phenyl ]ethanone 
(69%), coupling the ethanone with 2-(3-hydroxy-2-propylphenoxy)benzoic 
acid Me ester (72%), oxidn. to give the .alpha. -hydroxy ketone (31%), 
cyclization with triflic anhydride and formamide to give the oxazole (6%), 
debenzylation with BF3.bul.OEt2 (45%), and deesterifi cation (92%) afforded 
II (R = 4-oxazolyl). Treatment of mice with 100 mg/kg of the LTB4 
antagoni st , 2- [2-propyl -3- [3- [2-ethyl -5-hydroxy-4- (4- 
fluorophenyl)phenoxy]propoxy]phenoxy] benzoic acid (II; R = 4-FC6H4) and 
400 Rads of radiation delayed growth of human DU145 prostate carcinoma by 
an av. of 31.5 days, compared to a delay of 19.2 days using radiation 
alone. In the Lewis lung test, the mean no. of lung metastases was 
reduced from 15.5 using radiation alone to 12.0 using the combination 



Searched by Susan Hanley 305-4053 



Page 15 



SOLOLA 10/021,667 



therapy. 
REFERENCE 4 



134:366680 CA 

Oncolytic combinations for the treatment of cancer 
Fleisch, Jerome Herbert; Benjamin, Roger Stuart; Sawyer, Jason Scott, 
Teicher, Beverly Ann; Beight, Douglas Wade; Smith, Edward C. R. ; McMillen, 
William Thomas 
Eli Lilly and Company, USA 
Pa Int. Appl., 283 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



AN 
TI 
IN 



PA 
SO 

DT 
LA 



PI WO 2001034137 
WO 2001034137 
W: AE, AC, 
CR, CU, 
HU, ID, 
LU, LV, 
SD, SE, 
YU, ZA, 
RW: GH, CM, 
DE, DK, 
BJ, CF, 
BR 2000015490 
EP 1231938 

R: AT, BE, 
IE, SI, 
JP 2003513916 
NO 2002002245 
PRAI US 1999-164786P 
WO 2000-US31O39 

GI 



KIND DATE 

A2 20010517 
A3 20020214 
AL, AM, AT, AU, AZ, 
CZ, DE, DK, DM, DZ, 
IL, IN, IS, JP, KE, 
MA, MD, MG, MK, MN, 
SG, SI, SK, SL, TJ, 
ZW, AM, AZ, BY, KG, 
KE, LS, MW, MZ, SD, 
ES, FI, FR, GB, GR, 

CG, CI, CM, GA, GN, 
A 20020709 

A2 20020821 

CH, DE, DK, ES, FR, 
LT, LV, FI, RO, MK, 

T2 20030415 
A 20020709 

19991111 

20001109 



APPLICATION NO. DATE 



WO 2000-US31039 20001109 



BA, BB, BG, BR, BY, 
EE, ES, FI, GB, GD, 
KG, KP, KR, KZ, LC, 
MW, MX, MZ, NO, NZ, 
TM, TR, TT, TZ, UA, 
KZ, MD, RU, TJ, TM 
SL, SZ, TZ, UG, ZW, 
IE, IT, LU, MC, NL, 
GW, ML, MR, NE, SN, 

BR 2000-15490 . 

EP 2000-978535 
GB, GR, IT, LI, LU, 
CY, AL, TR 

JP 2001-536137 

NO 2002-2245 



BZ, CA, CH, CN, 

GE, GH, GM, HR, 

LK, LR, LS, LT, 

PL", PT, RO, RU, 

UG, US, UZ, VN, 

AT, BE, CH, CY, 

PT, SE, TR, BF, 

TD, TG 
20001109 
20001109 

NL, SE, MC, PT, 

20001109 
20020510 





0^ OH II 



AB A method of treating cancer by administration of a 2', 2'- 

difluoronucleoside anti-cancer compd. and a leukotriene LTB4 inhibitor (I) 
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[wherein X = a 5-membered (un)substituted heterocycle or fused bicyclic 
radical consisting of a carbocyclic group fused to 2 adjacent C atoms of a 
5-membered (un) substituted heterocycle; Yl = a bond or divalent linking 
group contg. 1-9 atoms; Y2 and Y3 = independently CH2, 0, or S; Z = an 
acidic group; Rl = (alk)aryl, cycloalkyl, (ar)alkyl, (ar)alkenyl, alkynyl, 
haloalkyl, aryloxy, or alkoxy; R2 = H, halo(alkyl), alkoxy, (cyclo)alkyl , 
acidic group, or (CH2)l-7-acidic group; R3 = (cyclo)alkyl , 
(CH2)l-7-cycloalkyl , alkenyl, alkynyl, benzyl, or aryl ; n = 0-6] is 
disclosed. Examples includes 17 syntheses, 22 formulations, and mouse 
xenograft test results. For instance, benzylation of l-[2-hydroxy-4-(3- 
chloropropoxy)-5-ethylphenyl]ethanone (69%), coupling the ethanone with 
2-(3-hydroxy-2-propylphenoxy)benzoic acid Me ester (72%), oxidn. to give 
the .alpha. -hydroxy ketone (31%), cyclization with triflic anhydride and 
formamide to give the oxazole (6%), debenzylation with BF3.bul.OEt2 (45%), 
and deesterification (92%) afforded II (R = 4-oxazolyl). Treatment of 
mice with 100 mg/kg of the LTB4 antagonist, 2-[2-propyl-3-[3-[2-ethyl-5- 
hydroxy-4-(4-fluorophenyl)phenoxy]propoxy]phenoxy]benzoic acid (II; R = 
4-FC6H4) and 60 mg/kg of gemci tabine.bul .HC1 delayed growth of LNCaP 
prostate carcinoma by an av. of 51.2 days, compared to a delay of 12.2 
days using the gemci tabine.bul .HC1 alone. 



REFERENCE 5 



AN 134:366679 CA 

TI Oncolytic combinations for the treatment of cancer 

IN Fleisch, Jerome Herbert; Sawyer, Jason Scott; Teicher, Beverly Ann; 

Beight, Douglas Wade; Smith, Edward C. R.; McMillen, William Thomas 
PA Eli Lilly and Company, USA 
SO PCT Int. Appl . , 285 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI W0 2001034135 
WO 2001034135 
W: AE, AG, 
CR, CU, 
HU, ID, 
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SD, SE, 
YU, ZA, 
RW: GH, GM, 
DE, DK, 
BJ, CF, 
EP 1231939 

R: AT, BE, 
IE, SI, 
JP 2003513914 
PRAI US 1999-164713P 
WO 2000-US30944 

GI 



A2 20010517 
A3 20020321 
AL, AM, AT, AU, AZ, 
CZ, DE, DK, DM, DZ, 
IL, IN, IS, DP, KE, 
MA, MD, MG, MK, MN, 
SG, SI, SK, SL, T3, 
ZW, AM, AZ, BY, KG, 
KE, LS, MW, MZ, SD, 
ES, FI, FR, GB, GR, 

CG, CI, CM, GA, GN, 
A2 20020821 

CH, DE, DK, ES, FR, 
LT, LV, FI, RO, MK, 

T2 20030415 
19991111 
20001109 



WO 2000-US30944 20001109 



BA, BB, BG, BR, BY, 

EE, ES, FI, GB, GD, 

KG, KP, KR, KZ, LC, 

MW, MX, MZ, NO, NZ, 

TM, TR, TT, TZ, UA, 

KZ, MD, RU, TJ, TM 

SL, SZ, TZ, UG, ZW, 

IE, IT, LU, MC, NL, 

GW, ML, MR, NE, SN, 

EP 2000-983695 

GB, GR, IT, LI, LU, 

CY, AL, TR 

DP 2001-536135 



BZ, CA, CH, CN, 
GE, GH, GM, HR, 
LK, LR, LS, LT, 
PL, PT, RO, RU, 
UG, US, UZ, VN, 

AT, BE, CH, CY, 
PT, SE, TR, BF, 
TD, TG 
20001109 
NL, SE, MC, PT, 

20001109 
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AB 



A method of treating cancer with therapeutic combinations of a leukotriene 
™ inhibitor (I) [wherein X = a 5-membered (un)substituted heterocycle 
or fused bi cyclic radical consisting of a carbocyclic group fused to 2 
adiacent C atoms of a 5-membered (un)substituted heterocycle; Yl -a bond 
or 3 5iva?ent linking group contg 1-9 atoms; Y2 ar , Y3 = independently 
0, or S; Z = an acidic group; Rl = (alk)aryl, cycloalkyl, (ar)a kyl, 
(ar)alkenyl, alkynyl, haloalkyl, aryloxy, or alkoxy; R2 = H, halo(alkyl), 
alkoxy (cyclo)alkyl acidic group, or (CH2)l-7-acidic group; R3 = 
(cS)alk^ CCH2)l-7-cycloalkyl, alkenyl, alkynyl . benzyl or aryl ; n = 
6-6] and an anti-cancer agent is disclosed. Examples includes 17 
syntheses? 7 formulations, and nude mouse xenograft test results. For 
5nstance, benzylation of l-[2-hydroxy-4-(3-chloropropoxy)-5- 
ethvlDhenvllethanone (69%), coupling the ethanone with 
2 C3-hydroxy-2 propyl phenoxy) benzoic acid Me ester (72% , oxidn to give 
the .alp^-hydroxy ketone (31%), cyclization with tnflic anhydride and 
formamide to give the oxazole (6%), debenzylation with BF3.bul.OEt2 (45/), 
In5 Seesterifi cation (92%) afforded II (R = 4-oxazolyl Treatment of 
mice with 200 mg/kg of the LTB4 antagonist, 2-[2-propyl : 3-[3-[2 ethyl b 
!yaroxy-4-(4-fluorophenyl)phenoxy]propoxy]phenoxy]benzoic acid (II; R = 
4-FC6H4) and 50 mg/kg of carboplatin delayed growth of human H460 
on-Sl cell lu 9 ng carcinoma by an av. of .33.3 days comparec to a delay 
of 13.9 days using the leukotriene antagonist alone or 10.7 days using 
carboplatin alone. 



Ise'ofnon-pStidyl compounds for the treatment of insulin-related 



REFERENCE 6 

AN 132:246369 CA 
TI 

ai i men Lb ^ 
IN Helmerhorst, Erik; Plewright, Brian Scott 
PA Curtin University of Technology, Australia 
SO PCT Int. Appl . , 129 pp. 

C0DEN: PIXXD2 
DT Patent 
LA English 

FAN " Latent no. kind date application no. date 



dt wn~?nnnnifi798 Al 20000330 W0 1999-AU786 19990917 

PI WO 2000016^798^ ^^2000 ^ ^ ^ ^ BR> gy, CA, CH, CN, CR, CU, 
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CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, 
MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW, AM, AZ, 
BY, KG, KZ, MD, RU, TJ , TM 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ , CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
CA 2345155 AA 20000330 CA 1999-2345155 19990917 

AU 9960707 Al 20000410 AU 1999-60707 19990917 

EP 1115422 . Al 20010718 EP 1999-947113 19990917 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
PRAI AU 1998-6091 19980922 
WO 1999-AU786 19990917 
AB The present invention relates to the use of at least a non-peptidyl compd. 
as a biol. modulator of insulin activity or insulin-related activity for 
the treatment of insulin-related diseases, Non-peptidyl compds. of the 
present invention exert their effects by mimicking amino acids spatially 
located on insulin, enabling those compds. to bind to the insulin receptor 
or insulin-like receptor causing biol. modulation of the activity of the 
receptor. A method for identifying a non-peptidyl compd. comprises the . 
steps of: (1) comparing the 3D structure of the non-peptidyl compd. with a 
3D pharmacophore of an active site of insulin, and (2) selecting a 
non-peptidyl compd. The compds. may act either as agonists or antagonists 
of insulin or insulin-like activity. Pharmaceutical compns. contg. chem. 
compds. capable of modulating the biol. activity of insulin are also 
claimed. For example, 4,4 , -methylenebis[3-hydroxy-2-naphthalenecarboxylic 
acid] (IM 025) was an antagonist of insulin action. IM 025 caused a 
dose-dependent decrease in the incorporation of 32P into FYF peptide in 
insulin-stimulated tubes and inhibited glucose transport in 3T3L1 cells, 
with IC50 of 150 and 170 .mu.M, resp. 2,4-Dichloro-6-[N- 
(tri f 1 uoromethanesul f onyl ) sul f amoyl phenyl -3 , 5-di chl oro-2-hydroxybenzene] 
sulfonate (IM 103) was an agonist of insulin action displaying a bi phasic 
biol. dose response curve with an apex at concn. of 110 .mu.M and an 
apparent EC50 of 45 .+-. 7 .mu.M. 
RE CNT 13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

REFERENCE 7 



AN 129:144547 CA 

TI The discovery of LY2931U, a novel, potent and orally active leukotnene 

B4 receptor antagonist of the biphenyl phenol class 
AU Sofia, M. 3.; Floreancig, P.; Bach, N.; Baker, S. R. ; Nelson, K.; Sawyer, 

3. S.; Baldwin, R.; Cockerham, S. L.; Fleisch, J. H.; Froelich, L. L.; 

Jackson, W. T.; Marder, P.; Roman, C. R. ; Saussy, D. L., Dr.; Silbaugh, S. 

A.; Spaethe, S. M.; Stengel, P. W. 
CS Lilly Research Labs, Eli Lilly and Co., Indianapolis, IN, 46285, USA 
SO Advances in Experimental Medicine and Biology (1997), 400A(Eicosanoids and 

Other Bioactive Lipids in Cancer, Inflammation, and Radiation Injury 2, 

Pt. A), 381-386 

CODEN: AEMBAP; ISSN: 0065-2598 
PB Plenum Publishing Corp. 
DT Journal 
LA English 

AB The authors report on the discovery of LY293111 a novel and potent 

leukotriene B4 receptor antagonist with exceptional oral activity. The 
authors discovered LY293111 by studying the effect of the ortho-phenol 
substituent on receptor binding and functional antagonism of 
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bi phenyl phenol related compds. In vivo antagonism of leukotnene 
B4-induced bronchoconstriction in guinea pig airways was also studied tor 
these related compds., and the effect of acid structure on receptor 
binding and functional antagonism was reported. LY293111 sodium salt is 
currently undergoing human clin. evaluation as an anti -inflammatory agent. 
RE CNT 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

REFERENCE 8 



126:74591 CA ... . „ , ... 

Preparation of bi phenyl yloxyalkylarenes as leukotnene antagonists for the 
treatment or prevention of Alzheimer's disease. 
Altstiel, Larry Douglas; Fleisch, Jerome Herbert 
Lilly, Eli , and Co. , USA 
Eur. Pat. Appl., 124 pp. 
CODEN: EPXXDW 
Patent 
English 
FAN. CNT 1 

PATENT NO. KIND DATE 



AN 
TI 

IN 
PA 
SO 

DT 
LA 



APPLICATION NO. DATE 



PI EP 743064 

R: AT, BE, 
WO 9636347 

W: AL, AM, 

KE, KG, 

NO, NZ, 

VN, AM 

RW: KE, LS, 

NE, SN, 
AU 9658572 
PRAI US 1995-443179 
WO 1996-US6773 

CI 



Al 19961120 EP 1996-303346 19960513 

CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LI, LU, NL, PT, SE 

Al 19961121 WO 1996-US6773 19960513 

AU, AZ, BB, BG, BR, BY, CA, CN, CZ, EE, GE, HU, IS, JP, 
KP, KR, KZ, LK, LR, LS, LT, LV, MD, MG, MK, MN, MW, MX, 
PL, RO, RU, SD, SG, SI, SK, TJ, TM, TR, TT, UA, UG, UZ, 

MW, SD, SZ, UG, BF, BD, CF, CG, CI, CM, GA, GN, ML, MR, 
TD, TG 

Al 19961129 AU 1996-58572 19960513 

19950517 
19960513 





AB Use of compds. having leukotriene antagonist activity, e.g., title compds. 
[I- Rl = alkyl, alkenyl, alkynyl, alkoxy, alkylthio, halo, R2-substituted 
Ph; R2, R3 = H, halo, OH, alkyl, alkoxy, alkylthio, alkylsulfinyl , 
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alkylsulfonyl, CF3, dialkylamino; X = 0, S, CO, CH2; Y - 0, CH2; XY = 
CH:CH, C.tplbond.C; Z = alkylene; A = bond, 0, S, CH:CH, etc.; R4 = 
(substituted) (hetero)aryl ; with provisos] for manuf. of a medicament for 
treating or preventing Alzheimer's disease is claimed. Thus, 
5-hydroxybenzopyran-2-one and 3-(2-ethyl-4-(4-fluorophenyl)-5- 
benzyloxyphenyl)propyl iodide were stirred with NaH in Me2S0 to give 
5- [3- (2-ethyl -4- (4-f 1 uorophenyl ) - 5-benzyl oxyphenyl ) propoxy] benzopy ran-2- 
one. This was converted to title compd. (II), which displaced [3H]-LTB4 
from guinea pig lung membrane prepns. with pKi = 9.01. I drug 
formulations are given. 

REFERENCE 9 

AN 125:58323 CA 

TI Methods for identifying and treating resistant tumors using 

[(phenoxyalkoxy)phenoxy]benzoic acids and (phenoxyalkoxy)benzopyrans. 

IN Sawyer, Jason Scott; Spaethe, Stephen M. ; Starling, James Jacob; 
Jedlitschky, Gabriele; Leier, Inka; Keppler, Dietrich 

PA Lilly, Eli, and Co., USA; Deutsches Krebsforschungszentrum 

SO PCT Int. Appl . , 85 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9606604 A2 19960307 WO 1995-US11125 19950831 

WO 9606604 A3 19960801 

W: AM, AT, AU, BB, BG, BR, BY, CA, CH, CN, CZ, DK, EE, ES, FI, GB, 
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MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, TJ , 

TM, TT 

RW: KE, MW, SD, SZ, UG, AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, 

LU, MC, NL, PT, SE, BF, BJ , CF, CG, CI, CM, GA, GN, ML, MR, NE, 

SN, TD, TG 
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GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention provides a method of identifying and reversing multidrug 
resistance in tumors, comprising administration of compds. I [Rl = YC6H4 
or Ac; Y = H or halo; R2, R4 = H, OH, or OMe; R3 = Cl-6 alkyl; n = 3-5; A 
= Ql or Q2; R5 = H, Cl-6 alkyl, C2-5 alkenyl or alkynyl, CH2Ph, Ph; R6 = 
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H halo; R7 = C02H or 5-tetrazolyl ; T = bond, CH2, 0, CO, S(0)q; q - 0-2; 
provided that when one of R2 and R4 = OH or OMe then the other must = 
Also provided are test kits and assay methodol . for measurement of MRP 
protein inhibition. For example, 2-BrC6H4SH was oxidized to the disulfide 
(43%), which was coupled with lithiated 3-(allyloxy)bromobenzene to give 
76% 2-[[3-(allyloxy)phenyl]thio]bromobenzene. This underwent lithiation, 
carbonation, and esterifi cation to give 68% intermediate II. This 
underwent Claisen rearrangement to give 41% 2-allyl-3-hydroxy and 27% 
4-allvl-3-hydroxy products. The former isomer underwent etherifi cation 
(66%), hydrogenation (47%), and hydrolysis (100%), to give title compd. 
Ill In a test for reversal of resistance to adnamycin in HL60/ADR 
cells III at 20 .mu.M plus adriamycin gave 73% inhibition of cell growth, 
vs no effect for adriamycin alone. Results from a variety of bioassays 
are given, demonstrating that multi-drug resistance can be reversed by 
blocking the transport function of MRP protein. 

REFERENCE 10 

TI Synthetic and Structure/Activity Studies on Acid-Substituted 

2-Aryl phenols: Discovery of 2-[2-Propyl-3-[3-[2-ethyl-4-(4-fluorophenyl)-5- 
hydroxyphenoxy]- propoxy]phenoxy] benzoic Acid, a High-Affinity Leukotnene 

AU rawySn^S^rSlcn, Nicholas 1.; Baker, S. Richard; Baldwin Ronald 
F.; Borromeo, Peter S.; Cockerham, Sandra L.; Fleisch, lerome H.; 
Floreancig, Paul; Froelich, Larry L . ; et al . . 

CS Lilly Research Laboratories, Eli Lilly and Company, Indianapolis, IN, 

SO Journal U of Medicinal Chemistry (1995), 38(22), 4411-32 

C0DEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

AB St?uctural derivs. of LY255283 have been studied as receptor antagonists 
of leukotriene B4. Substitution of the 2-hydroxyacetophenone subunit of 

1- [5-Ethyl-2-hydroxy-4-[[6-methyl-6-(lH-tetrazol-5- 
yl)heptyl]oxy] phenyl ]ethanone (LY255283) with a 2-arylphenol group 
provided entry into several new series that feature various mono- and 
diacidic core functionality. These new analogs, the subject of a broad 
structure-activity investigation, displayed significantly increased in 
vitro and in vivo activity as receptor antagonists of LTB4. A series ot 
diaryl ether carboxylic acids demonstrated esp. interesting activity and 
led to the discovery of 2-[2-propyl-3-[3-[2-ethyl-4-(4-fluorophenyl)-5- 
hydroxyphenoxy]propoxy]phenoxy] benzoic acid (LY293111), a 

2- arylphenol-substituted diaryl ether carboxylic acid which displayed 
potent binding to human neutrophils (IC50 = 17 .+-. 4.6 nM ) and guinea pig 
lung membranes (IC50 = 6.6 .+-. 0.71 nM), inhibition of LTB4-induced 
expression of the CDllb/CD18 receptor on human neutrophils (IC50 =3.3 

+- 0 81 nM), and inhibition of LTB4-induced contraction of guinea pig 
lung parenchyma (pKB = 8.7 .+-. 0.16). 801Vivo, LY293111 demonstrated 
potent activity in inhibiting LTB4-induced airway obstruction in the 
guinea pig when dosed by the oral (ED50 = 0.40 mg/kg) or i.v (ED50 = 
0 014 mg/kg) routes. A specific LTB4 receptor antagonist, LY293111 had 
little effect on inhibiting contractions of guinea pig lung parenchyma 
induced by leukotriene D4 (LTD4) , histamine, carbachol , or U46619. 
LY293111 was chosen as a clih. candidate and is currently in phase I 
studies for a variety of inflammatory diseases. 

L10 ANSWER 9 OF 27 REGISTRY COPYRIGHT 2003 ACS 
RN 152608-29-2 REGISTRY 
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CN 2H-l-Benzopyran-2-carboxylic acid, 7-[3-[(5-ethyl-2-hydroxy[l,l'-biphenyl]- 

4-yl)oxy]propoxy]-3,4-dihydro-8-propyl- (9CI) (CA INDEX NAME) 
MF C30 H34 06 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 



n-Pr 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

7 REFERENCES IN FILE CA (1957 TO DATE) 

6 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

REFERENCE 1 

AN 134:366682 CA 

TI Oncolytic combinations for the treatment of cancer 

IN Sawyer, Jason Scott; Teicher, Beverly Ann; Beight, Douglas Wade; Smith, 

Edward C. R. ; McMillen, William Thomas 
PA Eli Lilly and Company, USA 
SO PCT Int. Appl., 270 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

PI WO 2001034198 A2 20010517 WO 2000-US30941 20001109 

WO 2001034198 A3 20020214 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, 

HU, ID, IL, IN, IS, IP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, RO, RU, 

SD, SE, SG, SI, SK, SL, T3, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
PRAI US 1999-164900P 19991111 
GI 
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OH 



R4 





0^ ^OH II 



AB A method of treating cancer that comprises administering a patient 
AB S radiation in conjunction with effective amts of a 

■>' 7' riifluoronucleoside anti-cancer compd. and a leukotnene lib* 
5nh?hi?or m [wherein X = a 5-membered (un) substituted heterocycle or 

°,r>altanyl. alkynyl. haloalkyl, aryloxy, ?r "Ikoxy; *2 - H. haloCalkyl) , 
SSiaikyH^-7^ 

0-6 ?s olscioseo Examples includes 17 sjM.th.SM, 22 formulates, and 

"Salo yl TreaS'of CS7B1 mice „ith 100 »o/kg of the LTB4 

5 4 dats using ?he gemcitabine.bul .HC1 and radiatnon combination In 
addn. tie mean no. of lung metastases was reduced from 11.5 to 7.0. 

REFERENCE 2 

Edward C. R. ; McMillen, William Thomas 
PA Eli Lilly and Company, USA 
SO PCT Int- Appl. , 250 pp. 
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DT Patent 
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PI WO 2001034197 A2 20010517 WO 20O0-US30839 20001109 

W0 TTl*. AZ. BA, BB BG, BR, BY BZ CA, CH, CK 

S' S: 2: 5: 5: 5: 2: S: S: 5: S: S: £ : 3: : 

S LV MA, MD MO! MK, MN, MW, MX, MZ, NO, NZ, PL. PT. RD, RU 

SD SE SG, SI, SK, SL, T3, TM, TR, TT, TZ, UA UC, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, T3. TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UC, ZW, AT, BE. CH, CY, 

DE. DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN. GW, ML. MR, NE, SN, TD, TG 

PRAI US 1999-164704P 19991111 

GI 





AB 



A method of treating cancer with radiation m conjunction with the 
administration of a leukotriene LTB4 inhibitor (I) [wherein X -a 
?-Sblred (^substituted heterocycle or fused bi cyclic radical 
consisting of a carbocyclic group fused to 2 adjacent C atoms of a 

-Sered (In) substituted heterocycle; Yl - a bond or divalent linking 
arouD conta 1-9 atoms; Y2 and Y3 = independently CH2, 0, or S, Z -an 
acidic SJo!p- Rl = (alk)aryl, cycloalkyl, (ar)alkyl, (ar)alkenyl alkynyl, 
haloalkyl aryLy, or ilkSxy; R2 = H. halo(alkyl) alkoxy. (cyclo)alkyl . 
acidic group, or (CH2)l-7-acidic group; R3 = (cyclo)alkyl , 
CCH2U-7-cycloalkyl, alkenyl, alkynyl, benzyl, or aryl ; n = 0-6] is 
disc osed Example^ includes 17 syntheses, 7 formulations, nude mouse 
xenograft test results, and Lewis lung test results. For instance, 
oenzy atioS of 1- [2-hydroxy-4-(3-chloropro P oxy)-5-ethy lphenyl]ethanone 
S) coupling the eihanone with 2-(3-hydroxy-2-propylphenoxy)benzoic 
acid Me ester (7250. oxidn. to give the .alpha. -hydroxy ketone C3150. 
cyclization with tr flic anhydride and formamide to give the oxazole (« ), 
debellation with BF3.bul.OEt2 (45%). and Jeesterification (92%) .afforded 
II (R = 4-oxazolyl). Treatment of mice with 100 mg/kg of the LTB4 
antagonist, 2-[2-propyl-3-[3-[2-ethyl-5-hydroxy-4- 4- 
fluoroDhenvl)ohenoxy]propoxy]phenoxy] benzoic acid (II, R = 4 \-Lbm) ana 
US Rads of rad?a?iondelayed growth of human DU145 prostate carcinoma by 
an av of 31.5 days, compared to a delay of 19.2 days using radiation 
aloSe". in the Lewis lung test, the mean no. of lung metastases was 
reduced from 15.5 using radiation alone to 12.0 using the combination 
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therapy. 
REFERENCE 3 
AN 134:366680 CA 

TI Oncolytic combinations for the treatment of cancer 
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DT Patent 
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acidic group, or (CH2)l-7-acidic group; R3 = (cyclo)alKyi, 
rrlm 1-7- cvcloalkyl, alkenyl, alkynyl, benzyl, or aryl ; n = 0-6] is 
Sfc^sed^'Ses incluSes.17 •^^"^•ESV^J^- 
vonnnra f t tP 5t results. For instance, benzylation or i u nyuruAy t w 
Jopox -"SMpKenyUethanone C69S), -JJMg* SftTt.",^ 

days using the gemcitabine.bul.HCl alone. 
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AB A method of treating cancer with therapeutic combinations of a leukotriene 
LTB4 inhibitor (I) [wherein X = a 5-membered (un)substituted heterocycle 
or fused bi cyclic radical consisting of a carbocyclic group fused to 2 
adiacent C atoms of a 5-membered (un)substituted heterocycle; Yl = a bond 
or Svalent linking group contg. 1-9 atoms; Y2 and Y3 - independently 
0 or S; Z = an acidic group; Rl = (alk)aryl, cycloalkyl, Car)alkyl, 
(ar)alkenyl, alkynyl, haloalkyl, aryloxy, or alkoxy; R2 = H, halo(alkyl), 
alkoxy, (cyclo)alkyl, acidic group, or (CH2)l-7-acidic group; R3 = 
(cyclo alkyl, (CH2)l-7-cycloalkyl , alkenyl, alkyny , benzyl or aryl ; n = 
0-6] and an anti-cancer agent is disclosed. Examples includes 17 
syntheses, 7 formulations, and nude mouse xenograft test results, hor 
instance, benzylation of l-[2-hydroxy-4-(3-chloropropoxy)-5- 
ethyl phenyl ] ethanone (69%), coupling the ethanone with 
2-(3-hydroxy-2-propylphenoxy)benzoic acid Me ester (72%), oxidn to give 
the .alpha.-hydfoxy ketone (31%), cyclization with tnflic anhydride and 
formamide to give the oxazole (6%), debellation with BF3 .bul-OEtt (45%), 
and deesterifi cation (92%) afforded II (R = 4-oxazolyl). Treatment of 
mice with 200 mg/kg of the LTB4 antagonist, 2-[2-propyl : 3-[3-[2-ethyl-5- 
hydroxy-4-(4-fluorophenyl)phenoxy]propoxy]phenoxy]benzoic acid (II; R = 
4-FC6H4) and 50 mg/kg of carboplatin delayed growth of human H460 
non-siall cell lung carcinoma by an av. of.33.3 days compared to a delay 
of 13.9 days using the leukotriene antagonist alone or 10.7 days using 
carboplatin alone. 

REFERENCE 5 



pJepaJation^f bi phenyl yloxyalkylarenes as leukotriene antagonists for the 
treatment or prevention of Alzheimer's disease. 
Altstiel, Larry Douglas; Fleisch, Jerome Herbert 
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Eur. Pat. Appl., 124 pp. 
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n ^c?A-, Ai 19961121 WO 1996-US6773 19960513 
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AU 9658572" ^ V 19961129 AU 1996-58572 19960513 
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GI 





n'; S.-rS 1 ?! Salo/o alkyl, alkoxy, alkylthio . .alkylsul ftnyl 
alkylsulfonyl, CF3, di al kyl ami no ; X = 0, S, CO, CH2, Y - 0, ui;, a 

one This was converted to title compd (II), ^J<* ^J 1 *^ [3H] " LTB4 
from guinea pig lung membrane prepns. with pKi = 9.01. i arug 
formulations are given. 
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SI «c aS Structure/Activity f^^S^T^r^y^ 
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Snal^f" Medicinal Chemistry (1995), 38(22), 4411-32 
CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 

structure-activity investigation, dispiayea signn iwm r cpr -j P c of 

led to the discovery of 2-[2-propyl-3 L U etnyi « ^ 

hydroxyphenoxy]propoxy]phenoxybe^ d1 

2-aryl phenol -substituted d aryl «her car dox y. M) and inea pig 

potent binding t ° r .^ ma " n ^ ut ^ ph ^ 1 C S 0 inhib tion of LTB4-induced 
lung membranes (IC50 = 6 ^^^'h^niutrophlls (IC50 = 3.3 

guinea pig when dosed by the oral «D50 J Xgon? t LY293111 had 
!i?S."ifiK tr?nhibn?S rco^rStonroHuinea ig lung parenchyma 

studies for a variety of inflammatory diseases. 
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NO 180044 C 

AU 9228573 Al 

AU 658023 B2 

BR 9204527 A 

RU 2095340 CI 

IP 05286852 A2 

CN 1088906 A 

CN 1035001 B 

US 5462954 A 

PRAI US 1991-797522 19911125 
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CN 


1993- 


-100106 


19930102 
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19941101 


19951031 


US 


1994- 


-333122 




AB The title compels., l,l'-bi phenyl -2-ol den vs. I (Rl - alkyl, alkenyl, 
etc.; R2, R3 = H, alkyl, alkoxy, etc.; R4 = alkylsulfonyl , 
trifluoromethyl, alkylamino; X = oxygen, sulfur, methylene, carbonyl ; Y = 
oxygen, methylene, etc.; S = bond, alkanediyl; Y = oxygen, sulfur 
alkenediyl, etc.) and their uses as leukotriene antagonists are claimed. 
I are selective leukotriene B4 antagonists, i.e. they are useful as 
inflammation inhibitors, anti allergies, and antiasthmatics. Debenzylation 
of 2-methyl -2- ClH-tet razol - 5-yl ) -7- [2-ethyl -4- (4-f 1 uorophenyl )] - 5- 
[ (benzyl oxy)phenoxy] heptane (prepd. in several steps) gave 
2-methyl-2-(lH-tetrazol-5-yl)-7-[2-ethyl-4- " 4 ;f luoro P n fy 1 > ] -^ 1 fi flH 
hydroxyphenoxy heptane (II), [i.e. 4-ethyl-3 , -fluoro-5 : [[6-methyl-6-(lH- 
tetrazol-5-yl)heptyl]oxy]-l,l'biphenyl-2-ol]. II inhibited leukotrienes 
B4 in pig lung membrane with a pKi of 8.52. 

L10 ANSWER 10 OF 27 REGISTRY COPYRIGHT 2003 ACS 

C N N 2H-l 9 B;nzopyran-2-c^boxylic acid, 6-««tyl-7-[[5 : JCC3^dWro-^-a^ 
propyl-2H-l-benzopyran-7-yl)oxy]pentyl]oxy]-3,4-dihydro- .(9CI) (CA INDEX 

NAME) 

S HE ^l-S^an-2-car^^^^^ acid, 6-acetyl-7-[[5 : [(3,4-dihydro-4-oxo-8- 

propyl -2H-l-benzopy ran-7-yl )oxy] pentyl ] oxy] -3 , 4-di hydro- , (.+-.)- 
FS 3D CONCORD 
MF C29 H34 08 
SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



Searched by Susan Hanley 305-4053 



SOLOLA 10/021,667 




C02H 

0 (CH2)5 < 



n-Pr Ac 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS C1957 TO DATE) 



REFERENCE 1 



ft Benzenfp 4 ropa"lc adds containing cnncanone on.naphthalenone .oieties ace 
TI otenTand '«lly active | ^kotnieno B antagonist 



PB Elsevier 

DT Journal 

LA English 
GI 





X^y ^0(CH2)5Y^ 

Pr-n (CH 2 )2C02H I 



AB 



Syste.atic stcuctorai "Odification of peptidoionkotciene antagonists of 
the o-hydroxyacetophenone class has led to we oisw y 
[ [C3,4-dihyd;o-4-oxo-8-propyl-2H-l-benzo^ = Q QR 

yl)oxy]alky1]benzenepropanoic ac l d ; ^^JjIfSpeSfto be potent and 
CH2..R - H or [OCCH2)nC02H n = 3-8] , J-hich ^^^Mene B4. The 
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SD SE SCSI, SK, SL, TD , TM, TR, TT, TZ, UA, UG, US, UZ, VN, 
Vii* ZA ZW AM. AZ, BY, KG, KZ, MD, RU, TD, TM 

«: «: 3: S US *: *: a. =. jz. ». ». «. ■ 3. «• 

DE DK ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, bt, ik, Br, 
BD*. CF, CG, CI, CM. GA, GN, CM, ML, MR, NE, SN, TD, TG 
PRAI US 1999-164716P 19991111 

AB Leukotriene (LTB4) antagonists enhance the effectiveness of 

2' 2°-difluoronucleoside anti-cancer agents. A capsule co tamed LJB4 
t«i 3 nnm-ct* ^-195543^) 25 qemcitabine hydrochloride (I) 225, starcn zuu, 
Sd'KnSi- sS"Si 10 m 9 g. Efficacy of CP-195543 in enhancing 
oncolytic activity of I in mice was shown. 

REFERENCE 4 

Tl IfeTfTon^tidyl compounds for the treatment of insulin- related 

ailments . , „ . _ _ 

IN Helmerhorst, Erik; Plewnght, Brian Scott 
PA Curtin University of Technology, Australia 
SO PCT Int. Appl . , 129 PP- 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI 



WO 2000016798 Al 20000330 

W: AE, AL, AM, AT, AU, AZ, BA, 
CZ, DE, DK, DM, EE, ES, FI, 

in, is, :p, ke, kg, kp, kr, kz, 

MG, MK, MN, MW, MX, NO, NZ, PL, 
SL, T), TM, TR, TT, TZ, UA, 
BY, KG, KZ, MD, RU, T3, TM 
RW: GH, GM, KE, LS, MW, SD, SL, 
DK, ES, FI, FR, GB, GR, IE, 
CG, CI, CM, GA, GN, GW, ML, 
CA 2345155 
AU 9960707 
EP 1115422 

R: AT, BE, 
IE, SI, 
PRAI AU 1998-6091 

WO 1999-AU786 -l=> =>^^^-< . , , 

AB The present invention relates to the use of at least a non-peptidyl 

as a biol. modulator of insulin activity or insulin-related activity for 
the treatment of insulin-related diseases. Non-peptidyl compds. of the 
present invention exert their effects by mimicking amino acids spatially 
located on insulin, enabling those compds. to bind to the insulin receptor 
or insulin-like receptor causing biol. modulation of the activity of the 
receptor. A method for identifying a non-peptidyl compd. comprises the 
steps of: CD comparing the 3D structure of the non-peptidyl compd. with a 
3D pharmacophore of an active site of insulin, and (2) selecting a 
non-peptidyl compd. The compds. may act either as agonists or antagonists 
of insulin or insulin-like activity. Pharmaceutical compns. contg. chem. 
compds. capable of modulating the biol. activity of insulin are also 
claimed. For example, 4,4 1 -methylenebis[3-hydroxy-2-naphthalenecarboxylic 
acid! (IM 025) was an antagonist of insulin action. IM 025 caused a 
dose-dependent decrease in the incorporation of 32P into peptide in 
insulin-stimulated tubes and inhibited glucose transport in 3T3L1 cells, 
with IC50 of 150 and 170 .mu.M, resp. 2,4-Dichloro-6-[N- 
(trifluoromethanesulfonyl)sulfamoylphenyl-3,5-dichloro-2-hydroxybenzene] 

sulfonate (IM 103) was an agonist of insulin action displaying a bi phasic 
biol. dose response curve with an apex at concn. of 110 .mu.M and an 
annarent EC50 of 45 .+-. 7 .mu.M. 
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AB This invention provides methods for the treatment or prevention of 

Alzhe mer"s disease in a mammal which comprises administering to a mammal 
in need thereof an effective amt. of an inhibitor of phospholipase A2 
CPLA2), esp. cytosolic PLA2 . E.g., I was prepd. and shows good PLA2 
inhibitory activity. Pharmaceutical formulations are also given. 
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AB Title compds. [I; A = bond, 0, S, CH:CH, etc.; D = 0 or S; Rl = 

(cvclo)alkyl, (substituted)Ph; R2 = alk(en)yl, alkynyl, alkoxy; R3 = C02H, 
telrazol-5-yl, etc.; X = 0, S, CO, CH2; Y = 0, CH2; XY = CH:CH, 
C.tplbond.C; Z = bond, alkylidenyl (sic)] were prepd. Thus, 
5-ethyl-2,4-dihydroxybenzaldehyde was condensed with Et 
3 4-dihydro-7-[l-(3-hydroxypropropoxy)]-8-propyl-2H-l-benzopyran-2- 

carboxylate (prepn. each given) and the product converted in 5 steps to 
title compd. II which had IC50 of 2.9nM against LTB4 binding to human 
neutrophils in vitro. 

REFERENCE 2 

AN 118:233824 CA . 

TI Ortho-al koxyphenyl leukotriene B4 receptor antagonists: effect of a 

chromancarboxylic acid T M „„,j or . 

AU Sofia, Michael J . ; Saussy, David L. , Dr.; Jackson, William T Marder, 

Philip; Silbaugh, Steven A.; Froelich, Larry L.; Cockerham, Sandra L.; 

CS Lilly e Res Pe Lab. , Eli Lilly and Co., Indianapolis, IN, 46285, USA 
SO Bioorganic & Medicinal Chemistry Letters (1992), 2(12), 1675-80 

CODEN: BMCLE8; ISSN: 0960-894X 
DT Journal 

AB Several o-alkoxyphenols contg. a chroman carboxylic acid side-chain have 
been prepd. as antagonists of leukotriene B4 receptors. These antagonists 
were compared to their parent al koxyphenol s contg. the tetrazole acid 
side-chain. These chroman contg. antagonists retained their binding 
potency for human neutrophil receptors; however, showed enhanced potency 
against guinea pig receptors in both in vitro and in vivo systems. 
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Heterocyclic Replacement of the Methyl Ketone Pharmacophore _ ,, 
PeSg! ThomasV; DjuriC, Stevan W ; Miyash ro ^"^d^ J a J . 
Snyder, lames P.; Spang! er, Dale; Anglin, Charles P.; Fretland, Donald J., 

Depar^enrof Chemistry", Searle Research and Development, Skokie, IL, 

lo2rnal U of Medicinal Chemistry (1995), 38(6), 858-68 
CODEN: 3MCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 

Thf previous reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
oroDV Phenox^^ 

add) whlcS has potent, oral, topical, and intragenic activity ir i various 
an mal models of inflammation. Extensive structure-activity relation 

s, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
(7 [3-[2- cyclopropylmethyl)-3-methoxy-4-(4-thiazolyl)phenoxy P^P^Vj, 3 ^- 
dihydro-8-p?opyl-2H-l-benzopyran-2-carboxylic ac d as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
ScSllsO ? 4 receptor binding, chemotaxis, and degradation assays. 
It also d splayed very good activity in animal models of colitis and 
eoiderLl inflammation by oral, topical, i.v., and intracolonic routes of 
administration The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
acliv ty The ( + )-isomer (SC-52798) is currently being evaluated as a 
potential cl in. candidate for psoriasis and ulcerative colitis therapy. 
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Title compds. I (R = C2-6 alkyl, C2-6 alkenyl C2-6 alkynyl R3COB).. 
wherein R3 = C3-5 cycloalkyl m = 1,2; Rl = Cl-4 alkyl, 

C^SVkoxy re^^li-I -.l5l. Vs'wLe. 

PhCH2 Cl-4' alkyl), stereoisomers and salts thereof are prepd. I as LTB4 

antagonSts a e useful as antiinflammatory agents and in treatment of 

S : R e 4'= Y p;,V=" M e; R2 - Z = H, Y = 0, n = l, p = 0) (II). II and 
other title compds. showed LTB4 antagonism. 

ANSWER 14 OF 27 REGISTRY COPYRIGHT 2003 ACS 

g3?!^rSS3rtoxyl1c «1d, 3,4-dihydro-7-[3-[3-methoxy-4-[2- 

(methyl ?h?o) -4-thi azol yl ] -2-propyl phenoxy] propoxy] -8-propyl - (9CI) (CA 

INDEX NAME) 

3D CONCORD 

C30 H37 N 06 S2 

STN Files: CA, CAPLUS, USPATFULL 



MeS 




n-Pr 



0-(CH2)3- 




C02H 



n-Pr 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



Searched by Susan Hanley 305-4053 



Page 42 



SOLOLA 10/021,667 



REFERENCE 1 



AN 
TI 

AU 



CS 

SO 

PB 
DT 
LA 
AB 



Second Generation Leukotriene B4 Receptor Antagonists Related to SC-41930: 
Heterocyclic Replacement of the Methyl Ketone Pharmacophore 
Penning, Thomas D. ; Djuric', Stevan W.; Miyashiro, Julie M . ; Yu, Stella, 
Snyder! lames P.; Spangler, Dale; Anglin, Charles P.; Fretland, Donald 1.; 

Kachur, Dames F.; et al. d,^-,- ti 

Department of Chemistry, Searle Research and Development, Skokie, IL, 

Journal of Medicinal Chemistry (1995), 38(6), 858-68 
CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 

The" previous reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy) propoxy] -3 , 4-di hydro-8-propyl -2H-l-benzopy ran-2-carboxyl i c 
acid) which has potent oral, topical, and intracolonic activity in various 
animal models of inflammation. Extensive structure-activity [elation 
sSes, in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
(7- [3- [2- (cycl opropylmethyl ) -3-methoxy-4- (4-thi azol yl ) phenoxy] propoxy] -3,4- 
dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolonic routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+)-isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 



REFERENCE 2 



PreDaration^f heterocycles containing alkoxy-substituted 
dihydrobenzopyran-2-carboxylic acids as leukotriene B4 (LTB4) antagonists 
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OCH2(CH2)nCH20 




0. ,(CH2)pC02R 2 



AB 



Title compels. I (R = C2-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
wherein R3 = C3-5 cycloalkyl, m = 1,2; Rl = Cl-4 alkyl; R2 - H, Cl-5 
alkyl; R4 = Cl-6 alkyl; n = 1-5; p = 0-6; Y = NH, 0, S; Z = H, Cl-4 alkyl, 
Cl-4 alkoxy, R5R4N wherein R4, R5 = H, Cl-4 alkyl, R6S wherein R6 = H, 
PhCH2, Cl-4 alkyl), stereoisomers and salts thereof, are prepd. I as LTB4 
antagonists are useful as antiinflammatory agents and in treatment of 
LTB4-mediated conditions. The 7-[3-(4-acetyl-3-methoxy-2- 
propyl phenoxy)propoxy] -3 ,4-di hydro-8-propyl -2H-l-benzopyran-2-carboxyl ate 
(prepn. given) was converted to the 2-hydroxy-l-oxoethyl denv. which was 
treated with (F3CS02)20 to give the 2-Ctrifluoromethylsulfonyloxy denv. 
This compd. was stirred with HC0NH2 and DMF to give I (R = R4 = Pr, Rl = 
R2 = Me Y = O, Z = H, n = 1, p = 0) which was stirred with LiOH to give I 
(R = R4'= Pr, Rl = Me, R2 = Z = H, Y = 0, n = 1, p = 0) (II). II and 
other title compds. showed LTB4 antagonism. 



L10 

RN 

CN 



FS 
MF 
SR 
LC 



ANSWER 15 OF 27 REGISTRY COPYRIGHT 2003 ACS 
138828-44-1 REGISTRY 

2H-l-Benzopyran-2-carboxyl i c acid , 7- [3- [4-(2 , 3-di hydro-2-thioxo-4- 

thi azol yl ) -3-methoxy-2-propyl phenoxy] propoxy] -3 , 4-di hydro-8-propyl - 

(CA INDEX NAME) 

3D CONCORD 

C29 H35 N 06 S2 

CA 

STN Files: CA, CAPLUS, USPATFULL 



(9CI) 




Searched by Susan Hanley 305-4053 



SOLOLA 10/021,667 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



? RFFFRENCES IN FILE CA (1957 TO DATE) 

2 R^lKii IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 



AN 
TI 

AU 



PB 
DT 
LA 
AB 



122:230123 CA Receptor Antagonists Related to SC-41930: 

Second Generation Leuko ^ n ^ 4 M Sl Ketone Pharmacophore 
Heterocyclic Replacement of the .^Shiro, lulie M. ; Yu, Stella; 
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CS Drpa"men a t m of Chemist^ Searle Research and Development, Skokie, IL, 

SO Medicinal Chemistry (1995), 38(6), 858-68 
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American Chemical Society 
Journal 

English u^ui-inhtpd the first-generation leukotriene B4 

The previous reports ha Y^ h lf}^hted^ 

(LTB4) receptor antagonist SC-41930 (7 [3 (4 ac y 2 _ carboxylic 
propylphenoxy)propoxy]-3,4-dihydro 8 propy ^ lonic ^ ctivity in various 

within a series of thiazoles. it. suowa a dearanulation assays. 

SC-41930 in LTB4 receptor bi nding . ^emotaxis, and ^gran 
It also displayed very good activity in animal mode routes of 

epidermal inflammation by oral , topical; ij, obtained by 
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Title compds. I (R = C2-6 alkyi, \x *' J > , R2 = H a _ 5 

wherein R3 = C3-5 eye oalkyl, m = 1,2, Rl - CI J aiKyi = al 
alkyl; R4 = Cl-6 alkyl; n = 1-5; p - 0-6, Y - NH °- >• R6 = H> 

Cl-4 alkoxy, R5R4N wherein R4, R = H, CI 4 J'JJ'^J d> j as LTB 4 

propyl phenoxy)propoxy] -3, 4-di hydro 8 propyl J" t| $ deriv . whic h was 

(prepn given] . was convert to the -hyd w ™$* ulfonyloxy de Hv. 
treated with (F3CS02)ZU to give trie k t (R = R4 = Pr, Rl = 

This compd. was stirred with H ONH an d *Fto ive x 

R I R4 ' = Pr , Rl =~Me ', R2 -*Z = H, Y = 0, n = l, p = 0) (II). II and 
other title compds. showed LTB4 antagonism. 
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Snyder? James P.; Spangler, Dale; Anglin, Charles P.; Fretland, Donald 

Kachur, James F.; et al. c ^L,- a ti 

CS Department of Chemistry, Searle Research and Development, Skokie, IL, 

SO Journal of Medicinal Chemistry (1995), 38(6), 858-68 

CODEN: JMCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

AB Thfprevious reports have highlighted the first-generation leukotriene B4 
(LTB4) receptor antagonist SC-41930 (7- [3- (4-acetyl-3-methoxy-2- 
propyl phenoxy)propoxy] -3 ,4-di hydro-8-propyl -2H-l-benzopyran-2-carboxyl i c 
SI which has potent oral, topical, and intracolomc activity in various 
animal models of inflammation. Extensive structure-activity relation 
Sis in which a series of heterocyclic replacements for the Me ketone 
functional group of SC-41930 was explored, identified SC-50605 
(7- [3- [2- (cycl opropyl methyl ) - 3-methoxy-4- (4-thi azol yl ) phenoxy] propoxy] - 3 , 4- 

dihydro-8-propyl-2H-l-benzopyran-2-carboxylic acid) as an optimized analog 
within a series of thiazoles. SC-50605 was significantly more potent than 
SC-41930 in LTB4 receptor binding, chemotaxis, and degranulation assays. 
It also displayed very good activity in animal models of colitis and 
epidermal inflammation by oral, topical, i.v., and intracolomc routes of 
administration. The resolved enantiomers of SC-50605 were obtained by 
chiral chromatog. and both demonstrated good in vitro and in vivo 
activity. The (+)-isomer (SC-52798) is currently being evaluated as a 
potential clin. candidate for psoriasis and ulcerative colitis therapy. 
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TT PreDaration of heterocycles containing alkoxy-substituted 

5ihy5rooenzopyran-2-carboxylic acids as leukotriene B4 (LTB4) antagonists 
IN Djuric, Stevan Wakefield; Penning, Thomas Dale; Snyder, James Patrick 
PA Searle, C. D., and Co., USA 
SO PCT Int. Appl., 90 pp. 

CODEN: PIXXD2 
DT Patent 
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FAN.CNT 1 
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AB Title compels. I (R = C2-6 alkyl, C2-6 alkenyl C2-6 alkynyl, R3(CH2)m, 
wherein R3 = C3-5 cycloalkyl, m = 1,2; Rl = Cl-4 alkyl, R2 = H, CI 5 
sii/vi- R4 - n-6 alkvl: n = 1-5; p = 0-6; Y = NH, 0, S; Z = H, Cl-4 aixyi, 
Cl-4 al koxy , R5R4N wherein R4, kl*= H, Cl-4 alkyl R6S wherein R6 = H 
PhCH2 Cl-4 alkyl), stereoisomers and salts thereof, are prepd. I as LTB4 
antagonists are useful as antiinflammatory agents and in treatment of 
LTB4-mediated conditions. The 7-[3-(4-acetyl-3-methoxy-2- 
p7opyrphenoxy)propoxy]-3,4-dihydro-8-propyl-2H-l-benzopyr^ 
foreon qiven) was converted to the 2-hydroxy-l-oxoethyl deny, which was 

d SS (F3CS02)20 to give the ^-(trifluoromethylsulfonyloxj ; denv. 
This comDd was stirred with HCONH2 and DMF to give I (R = R4 = Pr, Rl - 
2 - 5e 0 Z - H, n = 1, P = 0) which was stirred with LiOH to give I 

(R I R4'= P'r, Rl = Me', R2 = Z = H, Y = 0, n = 1, p = 0) (II) . II and 
other title compds. showed LTB4 antagonism. 
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Tl Use : o 4 f 6 lipox^enase inhibitors for the treatment of acne 

IN Zouboulis, Christos C. 

PA Germany 

SO Ger. Of fen. , 6 pp. 
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DT Patent 
LA German 
FAN.CNT 1 

PATENT NO. 
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---- DE 2001-10121252 20010430 

DE 10121252 Al 20021107 ut 20020429 
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1 1 1 f 1 1 1 1 1 g i 1 1 1 1 1 

&■ E: 5°s: 5 U Z ; vS: Y 5; 5: S: s i S: by, kg, «. ». ». 

RW : GH*, 3, KE, LS MW, MZ SD, SL SZ TZ UG ZM ZW AT, BE CH, 

? F : E: S: S: S: 3: S: S: go; g W ; ml ; «. NE , SN , TD , TC 

PRAI DE 2001-10121252 20010430 lip0 xygenase inhibitors for the 

AB The invention discloses the u o ™ acne . The nip0 xygenase 
treatment of acne, in Particular ™ T '™J J with other lipoxygenase 
inhibitor can be used alone » 1 » C J J i table pharmaceutical 

inhibitors or with further anti -acne agents in a su J n> 

«?■ ■ ^^TcSe) 0 !SbSS available for tSis record 

RE . CNT 5 ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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J 3 „ 4 co""c 7 co«",nations of radiotherapy and Uukotriene B4 antagonists for 
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Patent 
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PATENT NO. 



AN 
TI 
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PA 
SO 
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LA 



KIND DATE 



PI 



APPLICATION NO. DATE 
WO 2000-US30982 20001109 



WO2001034199 A2 20010517 

WO 2001034199 A3 20020307 BR, BY, BZ, CA, CH, CN, 

w: a a & i ; f ; I a ; I a a a a a a 
S I & : I : . a a a a a a a a a 

RW: CH, CM, KE, LS, m «Z, SD, SL SZ, TZ UC. *. « ^ ^ ^ 

s: a a a a a a a -.: «. ». t = 

PRAI US 1999-164902P 19991111 Elation („ conjunction with the 

AB A method of treating cancer with * ™ . in con , es 

administration of V?! °3 lH3 H"[Cl.l-iHimhylethyl)th1o]- 
REFERENCE 3 



AN 
TI 

IN 
PA 
SO 

DT 

LA 



PI 



APPLICATION NO. DATE 

WO 2000-US30892 20001109 



J„colyt7c 4 co*inations of antitumor a 9 ents and ieuKotriene antagonists for 

SUrTSS Scott-"eigher, Be»er ly Ann 
Eli Lilly and Company, USA 
PCT Int. Appl . , 38 pp. 
CODEN: PIXXD2 
Patent 
English 

FAN ' C Ktent no. kind DATE _^ 

Wolo01034133 A2 20010517 

WO 2001034133 A3 20020214 BY, BZ, CA, CH, CN, 

W: AE, AC, AL, AM. AT, AU, AZ, BA, BB, BG, BR. b HR, 

1 1 1 1 1 1 1 1 i i i k s s i t 

a a a a az: e : ». «. ». ». g. ™ ATt BE , „, CT , 

RW: CH, CM, KE, LS. W. MZ. SD, SL, SZ, TZ, UC z ^ BF, 

s: a a a a a a a a a «. ». ™. ™ 

PRAI US 1999-164705P l** 1 !" . leukotr1ene (LTB4) inhibitors and 
AB The therapeutic combinat ions of J, t / eat1ng cancer us ing 

also disclosed. 
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REFERENCE 4 



Tl SS<S Preparations contalnlnp synergists oncolytic combinations 
„ 2£ S~«I KSr. Bever ly An„ ; Benja.ln, Popor Stuart 
PA Eli Lilly and Company, USA 
SO Pa Int. Appl., 52 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

FAN ' C ?ATENT NO. KIND DATE 



APPLICATION NO. DATE 



PI 



WO 2000-US30894 20001109 



WO 2001034134 A2 20010517 

- r,r s s vrs: «. s - s- s a a s a a : a 

1 1 1 1 1 i si s I si li s 1 1 si Si 
- li 1 1 Si li ii li li si S I s a | a a 

W S: CC! CI, CM', Ga! CN, GW, ML, MR, NE, SN, TD, TG 

''^irt^SSsSI Is tTe^cUab ne'hydrochloride CD 225, starch 200, 
anoTa JiSSluf sSSS S'-J. Efficacy of CP-195543 in enhancing 
oncolytic activity of I in mice was shown. 

REFERENCE 5 

Tl Preparation S (azolylphenoxy)alkoxy-substituted dihydrobenzopyran-2- 
TI lfoMmiaes 0 derivat?ves as leukotriene B4 antagonists 
Djuric, Stevan Wakefield; Penning, Thomas Dale 
CD. Searle and Co., USA 
PCT Int. Appl . , 41 pp. 
CODEN: PIXXD2 
Patent 
English 

FAN.CNT 1 ^ nA __ 

PATENT NO. KIND DATE 



IN 
PA 
SO 

DT 
LA 



APPLICATION NO. DATE 



PI WO 9532201 

W: AM, AT, 
GB, GE, 
MG, MN, 
TM, TT 
RW: KE, MW, 
LU, MC, 
SN, TD, 
AU 9525855 
US 5578619 
PRAI US 1994-249107 
WO 1995-US5850 

GI 



~A1~ 19951130 WO 1995-US5850 19950517 

Auf BB.K BR, BY, CA CH CN CZ DE DK, EE. ES, FI 
u|t T c ip KE KG, KP, KR, KZ, LK, LR, LI, LU, lv , uu, 

m, m. £: Nz, pl', pt', ro, ru, so, se, sc. si, sk, Ti, 

, n <- 7 nr. at RE. CH, DE, DK, ES, FR, GB, GR, IE, IT, 
2: PT', SE', BP', BD, Cf\ CO', CI, CM, GA, GN, ML, MR, NE, 

TG A1 19951218 AU 1995-25855 19950517 

A 19961126 US 1995-569323 19951208 

19940525 
19950517 
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RIO J^O^CCH2)n^O^Y 0 Y 



R4 

0 ,(CH2)pCONHS02R 2 




(CH2)x 



Y xN 




II 



AB 



n. o n fi alkvl alkenyl, or alkynyl, (CH2)mR3; 
The title compds. [I; R - C2-6 a Iky I, aiKe ny , r2 = a5 

alkyl; n = 1-5; P = 0-6; x - 0 or 2, Y - NH, 0, J> £ ; thereof> 

and multiple sclerosis, are prepd ; hu J: d ^ t ^ lam ^ oP yridine 15, 

stirred wiih 4.ANC. -ol - sieves at rooj |«. J = 2 ge, aft ^ 
flash chrjnatoi j.. 2 m< i H ^ N ^ U p ° ^ g e SeukotMene B4 receptor 
compd. and II (R - V " ^ , I-imp/ resD greater than that of 

l-benzopyran-2-carboxylic acid. 



REFERENCE 6 



AN 122:230123 CA ^ r , onp R4 ReC eDtor Antagonists Related to SC-41930: 

KparmnH? ^str}', Searle Research and Devest, Skokie, IL, 



cs 
so 



Turna/of Medicinal Chemistry (1995), 38(6), 858-68 
C0DEN: 3MCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 
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LA 
AB 



English u-ioh-HnhtPd the first-generation leukotriene B4 

The previous reports ha Y« h I9 h l;|55 ed (7 !f?.( 4 "cetyl-3-methoxy-2- 
(LTB4) receptor antagonist ^"^g^^Jy^zH-l-benzopyran-Z-carboxylic 
propylphenoxy)propoxy]-3 4-dihydro 8 PJWJ activity 1n van0 us 

acid) which has potent oral, topical, ana . tivity relation 

animal models of inf action ■ ^^^jSi-ents for the Me ketone 
studies, in which a series of ^Jeterocycn p sc . 50605 
functional group of SC-41930 was exP'orea, thiazoly i )phenoxy]propoxy]-3,4- 
(7- [3- [2- Ccycl opropyl methyl ) -3-methoxy 4 tni a y jv ^ ^ Qg 

aihydro-8-propyl-2H-l : benzopyran-2-carbo^ ^ pQtent than 

within a series of thiaz oles.SC "50605 «ass g ulation assays . 

SC-41930 in LTB4 receptor binding . ch«otaxis. 9 Qf cQ ^ s and 

It also displayed very good activity in an intraco lonic routes of 

epidermal inflammation by oral , topical , i .v - were obtaine d by 

administration. ™Y^l V ^55aSd good in vitro and in vivo 
chiral chromatog. and both demonstrated 9°°° . evaluated as a 

SSSSi ctt.'SSSE Sf-SS-S ^uUe'rative colitis therapy. 
REFERENCE 7 



AN 
TI 

AU 



CS 
SO 

PB 
DT 
LA 
GI 



122:150847 CA contain ing chromanone or naphthalenone moieties are 

5Kra^»3p« StufaSTlloth, Ketone; Lee, 

Franco, Lucia S.; et al. Nutley, NY, 07110, USA 

CODEN^ BHCLE8; ISSN: 0960-894X 

Elsevier 

Journal 

English 




0(CH2)5Y' 
Pr -n (CH2)2C0 2 H I 



AB 



Static structure! ™H««1j», ^SSS S^SSS" " . 

n hvriroxvacetophenone class has iea xy mc u 
[[(3 4-a?Ko-loxo-8- P ropyl-2H-l-ben x (X and Y = 0 OR 

yl)oxy]alkyl]benzenepropanoic acids an d f^J™ '™ p t0 be pot ent and 

bronchoconstriction in guinea pigs. 
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AU 



GI 



S ° S! ACACBH; ISSN: 0065-4299 
DT Journal 
LA English 





C02H 

0(CH2)30- 



OMe 



AB 



SC-419B0 CD is.a selective orally active. UB4 

currently in clin. trials for Psoriasis ana u sc . 5 o605, which 

Exhaustive SAR studies found a potential backup oop^. ^ 

was 7-16 times more potent that SC 50 bus a Qf Q 1Q mg/kg and 

ffi^i^y?"^! ^ of colitis and epidermal 

inflammation both orally and topically. 



REFERENCE 9 



AN 
TI 



119:195290 CA w w «. a rraffickina in guinea pig dermis: 

Djuric, S. W. skokie, IL, 60077, USA 

~ CODEN : INFLD4; ISSN: 0360-3997 
DT Dournal 

£ Sofriene B4 (LTB4) is a proinf; lammaton . product ol ; arachidonic^cid 

metab. that has been ^P^.^fJpSa^ljInJS the guinea pig, LTB4 elicits a 
diseases. When injected "JS^MSutrSphlls (PMNs) into the 
dose-dependent "Sratnon Cchejotax ™) £ je ut P ^ marker enzyme 

injection sites as assessed by th P^J 3 . methoxy . 2 - 
myeloperoxidase. SC-41930 {7 [3 14 acecy bfinz opyran . 2 -carboxylic 

propylphenoxy)propoxy]-3 8 P™^ ist inhibit ed the 

{7-[3-[2Ccyclopropylmethy )-3-methoxy 4 U«« y inhibited 
poxy]-3,4-dihydro-8-propyl-2K-l-ba"zopyran < p n of 7Q ng and 

LTM-lnduced chMOtaxis »hen coa »™« ' ,;™ th ED50 values of 0.10 and 

fJifiZ-rX ™" ESST- S i:-SU46 had oral dotations of 
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action of 5.5, 15 and 21 h resp These potent . ^ ^ptor ^ 
antagonists may well ha ^ P X t oid arJhritS? inflammatory bowel disease, 
Sact^rm^ is implicated as an 

inflammatory mediator. 

REFERENCE 10 

TI "elation" "■^^^^MJSSSlS'SraTBO antagonists 

Searle, C. D., and Co., USA 
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PA 
SO 



pa Int. Appl 
CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI WO 
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CA 
AU 
AU 
EP 
EP 
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ES 
IL 
ZA 
US 

us 

PRAI US 
WO 
US 

GI 



9117160 
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527922 
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05507084 
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1991- US2981 
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AA 19911111 
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APPLICATION NO. DATE 
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TD L)S T 1990- 521777 19900510 
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AU 1991-79020 19910501 

EP 1991-910026 19910501 

GB, GR, IT, LI, LU, NL, SE 

DP 1991-509388 19910501 

ES 1991-910026 19910501 

IL 1991-98090 19910509 

ZA 1991-3546 19910510 

US 1991-759272 19910913 

US 1992-958632 19921009 




OCH2(CH2)nCH20 




(CH2)pC02R 2 



i t ra r? 6 alkvl C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
AB Title compds. I (R = « -6 al Kyi, ° j 2 = H a _ 5 

wherein R3 = C3-5 eye oalkyl, m = 1,2, Rl - Cl 4 a. y = q _ 4 alkylj 
alkyl; R4 = Cl-6 alkyl; n - 1-5, p - 0 6 Y m ^ • ein R6 = H> 
Cl-4 alkoxy, R5R4N wherein R4, R5 = H, Cl 4 aiKy , 
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I as LTB4 



els sr^?r^^^" 2 K^ s 

antagonists are usnui » rd-3<-ptvl-3-methoxy-2- 

LTB4-mediated conditions. The 7-[3-C4-acety I i mexn y rbo xylate 

propyl phenoxy) propoxy] -3 , 4-di Jy^VhSdSw-l-oxSS^ deri v . whi ch was 
(prepn g^en) was convert ed to the 2-hyd ^ o J o S^ ulfonyloxy de riv. 
treated with (F3CS02)20 to give the i w I (R = R4 = Pr, Rl = 

This compd. was stirred with HC0NH2 and DMF to g ^ Li OH to give I 

r c 2 r : sr. 1 * : h,° y : 0> „ = i. P = » cm. « - 

other title compds. showed LTB4 antagonism. 
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RN 138828-36-1 REGISTRY 4 -dihvdro-7-[3-[3-methoxy-2-(2- 

CN SSS^^" Ww^ 5 ^- < 9CI) CCA INDEX NABE) 

OTHER NAMES: 

CN SC 50606 

FS 3D CONCORD 

MF C29 H33 N 06 S 

LC S^N Files: CA, CAPLUS, USPATFULL 




-PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3 RFFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 



AN 122:230123 CA ReC eDtor Antagonists Related to SC-41930: 

TI Yu> Stella; 

AU ^'^■X:^^^^^ Fretland - Donald J - : 

CS KSJlfS Chemist^; Searle Research and Development, Skokie, IL, 

SO SKiltf Medicinal Chemistry (1995), 38(6), 858-68 

CODEN: 1MCMAR; ISSN: 0022-2623 

PB American Chemical Society 

DT Journal 



LA 
AB 



English u-i„ui-!nhtPri the fi rst-qeneration leukotriene B4 

The previous reports have ^lighte ™| /^^yi-s-methoxy^- 
(LTB4) receptor antagonist g^^ 8 2^}! 2 E 1 _^ W ran-2-carboxyl1c 
propylphenoxy)propoxy]-3 4-dihyd o 8 PW activity in various 

acid) which has potent oral , topical , ana ctivity relation 

animal models of ™"»™- h encyclic replacements for the Me ketone 

SiionargtupVf ESi Vaf explored , identified SC-50605 
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d1hidro-8-propyl-2H-l : benwra^2-w^ic jc ^ m potent than 

within a series of thiazoles.SC -50 05^ 9 nu1atio n assays. 

SC-41930 in LTB4 receptor binding chemotaxis a 9^ and 

It also displayed very good act ivity in anirn intraC olonic routes of 

epidermal inflammation by oral , topical , i.v - obtained by 

administration. The ^v^nantiajj rs of SC 5 ^ ^ 

chiral chromatog. and both demonstrated eva luated as a 
SSiSi clSn/canSte S1SS.S and ulc/rative colitis therapy. 

REFERENCE 2 



AN 
TI 

AU 

CS 
SO 

DT 
LA 
CI 



H . ; Yu, S. S. 
. F.; Kieth, R 
60077, USA 
Issue), C11-C13 



Spang! er, D. 
H.; et al. 



Sle^ n and synthesis of second generation leukotnene B4 (LTB4) 
receptor antagon is* > rela ed to C-41 30 

Bl?'c "P i'FSSi, D. ^.-.Kjehur. D 
oil dm , Searle Res. Dev., Skokie, IL, 
Agents and' Actions (1993: >. gCSpec. Conf. 
CODEN: AGACBH; ISSN: 0065-4299 
Journal 
English 




0(CH2)30 




C02H 



-i ^- „„nw active LTB4 receptor antagonist 
AB SC-41930 (I) is a elective orally act ive LIB J 

currently in clin. trials for PS°" a *" a ™ ^ d sC-50605, which 

"nflaiatlSn both orally and topically. 
REFERENCE 3 



^SSon^^rocycl"^;!""'^^?^™) antagonists 

SSElSKraSM sn>der ' JMes patr1ck 

Searle, C. D. , and Co., USA 
PQ Int. Appl., 90 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



AN 
TI 

IN 
PA 
SO 

DT 
LA 



KIND DATE 



APPLICATION NO. DATE 
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US 
CA 
AU 
AU 
EP 
EP 

DP 
ES 
IL 
ZA 
US 
US 

PRAI US 
WO 
US 

GI 



LK, LU, 
RW: AT, BE, 
IT, LU, 

5073562 

2082500 

9179020 

647487 

527922 

527922 
R: AT, BE, 

05507084 

2069295 

98090 

9103546 

5192782 
5212198 

1990- 521777 

1991- US2981 
1991-759272 



MC, MG, MW, NL, NO, 
BF, BJ , CF, CG, CH, 
ML, MR, NL, SE, SN, 
A 19911217 
AA 19911111 
Al 19911127 
B2 19940324 
Al 19930224 
Bl 19950308 
CH, DE, DK, ES, FR, 
T2 19931014 
T3 19950501 
Al 19950731 
A 19920729 
A 19930309 
A 19930518 
19900510 
19910501 
19910913 



PL, RO, SD, SE, SU, US 

CI, CM, DE, DK, ES, FR, GA, GB, GR, 

TD |JS T 1990-521777 19900510 
CA 1991-2082500 19910501 
AU 1991-79020 19910501 

EP 1991-910026 19910501 



GB, GR, IT, LI, LU 
JP 1991-509388 
ES 1991-910026 
IL 1991-98090 
ZA 1991-3546 
US 1991-759272 
US 1992-958632 



, NL, SE 
19910501 
19910501 
19910509 
19910510 
19910913 
19921009 




OCH2(CH2)nCH20 




(CH2)pC02R 2 



, t fo n fi alkvl C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
v.B Title compds. I (R = C2-6 alky l, u. !? a '; e _ y c i-4 alkyl; R2 = H, Cl-5 
wherein R3 = C3-5 eye oalkyl, m = 1,2, Rl - C1J ay = ^ 

cl-^;,^^ 

(prepr. Sivert «| "verted to the hyd ™ ^ fonyl d v . 

rrs" i^Mo/jo s« . 

g : S'.V.V.Ve', Sz'-'i I «,°Y - 9 " 1. P ■ « CH). n and 
other title compds. showed LTB4 antagonist 
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RN 138828-33-8 REGISTRY 4 .dihvdro-7-[3-[3-methoxy-4-(2-«ethyl- 

a 4 .»^^ CCA INDEX "" > 

FS 3D CONCORD 
MF C30 H37 N 07 

LC STN Files: CA, CAPLUS, USPATFULL 
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N n " P i r 

MeO J 
n-Pr 



♦♦PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

REFERENCE 1 



AU 

CS 
SO 



TT Second 0 SnerSion Leukotriene B4 Receptor Antagonists Related to SC-41930: 
TI Soc y cl?c a Re°place m ent of the Methyl Yu , stella; 

llTn^Ttf Chemistry, Searle Research and Develops, Skokie, IL, 

fourna/of Medicinal Chemistry (1995), 38(6), 858-68 
CODEN: 3MCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

% devious report, have hi ? h1i,| ,ted ^^STSSS^"' " 

acid) which has potent ora , topical, and " tr >J°™^ t ^; r y latl0I , 

animal »^ 1 %'?V^«ror'hetfrocvc"c replacements fo/the Me Ketone 
studies, in which a series ot neterocyc m^. a c r _c 060 5 
Actional group of SC-41930 »as exp ore id nf e SC 5060 
C7-C3-[2-Ccytlopropy methyl)-3 methoxy 4 t4 t y o ,„ ized a „ alog 
dihydro-8-propyl-2H-l-benzopyran 2 ^ a more potent than 

^5,0,0 in 7™ JecepSr Mnding chemotaxis, and degranolation assays. 
VX^U'lZp a f i ty in animal models 0 CO i ns and 

SminStrati "resolve VSersYf Ic-Slo* »ere obtained by 
SSS'SSSi and both demonstrated good in vitro an in vivo 
SSSSi .tt.'&IBK S-SRJ. an^cerativAolitis therapy. 
REFERENCE 2 

?! Preparation" heterocycles contain, alkoxy-sf „ted 

„ ^.ISTa^^^^ 
PA Searle, G. D., and Co., USA 
SO PCT Int. Appl . , 90 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 



Searched by Susan Hanley 305-4053 



SOLOLA 10/021,667 



PATENT NO. 



KIND DATE 



PI WO 



US 
CA 
AU 
AU 
EP 
EP 



JP 
ES 
IL 
ZA 
US 
US 

PRAI US 
WO 
US 

GI 



9117160 
W: AT, AU, 
LK, LU, 
RW: AT, BE, 
IT, LU, 
5073562 
2082500 
9179020 
647487 
527922 
527922 

R: AT, BE, 
05507084 
2069295 
98090 
9103546 
5192782 
5212198 

1990- 521777 

1991- US2981 
1991-759272 



Al 19911114 
BB, BG, BR, CA, CH, 
MC, MG, MW, NL, NO, 
BF, BJ, CF, CG, CH, 
ML, MR, NL, SE, SN, 
A 19911217 
AA 19911111 
Al 19911127 
B2 19940324 
Al 19930224 
Bl 19950308 
CH, DE, DK, ES, FR, 
T2 19931014 
T3 19950501 
Al 19950731 
A 19920729 
A 19930309 
A 19930518 
19900510 
19910501 
19910913 



APPLICATION NO. DATE 

WO 1991-US2981 19910501 
DE, DK, ES, FI, GB, HU, DP, KP, KR, 
PL RO, SD, SE, SU, US 
CI, CM, DE, DK, ES, FR, GA, GB, GR, 
TD, TG 

US 1990-521777 19900510 
CA 1991-2082500 19910501 
AU 1991-79020 19910501 

EP 1991-910026 19910501 



GB, GR, IT, LI, 
JP 1991-509388 
ES 1991-910026 
IL 1991-98090 
ZA 1991-3546 
US 1991-759272 
US 1992-958632 



LU, NL, SE 
19910501 
19910501 
19910509 
19910510 
19910913 
19921009 




OCH2(CH2)nCH20 




(CH2)pC02R 2 



, r ro n fi alkvl C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
AB Title compds. I (R = c2 -?.f ^ 1 1 ky '• L t ;. R1 = q-4 alkyl; R2 = H, Cl-5 

wherein R3 = C3-5 cycloalkyl m = 1,2, Rl u * = a _ 4 alkylj 
alkyl; R4 = Cl-6 alkyl; n = 1-5, P - 0 6 Y NH u - • .„ R6 = H> 
Cl-4 alkoxy, R5R4N wherein R4, R5 = H. CI 4 aikyi^ ^ LTB4 

aSon^s ir-Ufir™^— Sr?^;^ 1" ™t of 
LTB4-medi ated condi ti ons . The 7-[3-(4-acet y - tf*^ 2 ^.^^ 
p r opylphenoxy)pro P oxy]-3 .J-d^hydro-S-p ; ? } J deMv . which was 

Cprepn ^iven) was converted to the 2 2 . h y d r ; 0 f ^ oromethylsulfo nyloxy der v. 
treated with (F3CS02)20 to give icne k i (R = R4 = Pr, Rl = 

This compd. was stirred with HC0NH2 and DMF to gi ^ LiQH t0 ive j 

5 I M R e 4'- Y p = r,°Rl Z = = Me; li'l ! H,°Y ?!. n - 1. P - W (TO- H and 
other title compds. showed LTB4 antagonism. 
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RN 138828-31-6 REGISTRY 3 t4 . di hydro-7-[3-[3-methoxy-2-propyl-4- 
CN 2H-l-Benzopyran-2-carboxylic acia, 5,^ ui y 

C4-thiazolyl)phenoxy]propoxy]-8-propyl- Q9CI) is* ±™ 

OTHER NAMES: 
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CN SC 50210 

FS 3D CONCORD 

MF C29 H35 N 06 S 



LC S^N Files: CA, CAPLUS, USPATFULL 




n-Pr 

0- (CH2)3 




C02H 



n-Pr 



-PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3 DcuFRFNfES IN FILE CA (1957 TO DATE) 

I REFERENCES IN FILE CAPLUS (1957 TO DATE) 



REFERENCE 1 



AN 122:230123 CA Receptor Antagonists Related to SC-41930: 

Tl Second Generation Leuko ™* f M S Ketone Pharmacophore 

Heterocyclic Replacement of the Methy .^to e ^ ^ ^ 

AU charles p - ; Fretland ; Donald 3,; 



CS 
SO 



DeparmenfS Chi."t?y; SeaHe Research and Development. Skokie, IL, 

S'irf Medina, Che-istry (19,5), 38(6,, 858-68 
CODEN: 3MCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

LA English u-inhi-inhted the first-generation leukotnene B4 

AB The previous reports nav % hl q f 1 4 S ed (7 !n_(4-acetyl-3-methoxy-2- 

(LTB4) receptor antagonist SC-41930 (7 [3 Q4 £ an _ 2 _ carb0 xylic 
propylphenoxy)propoxy]-3,4-dihydro 8 propy ic activit y in various 

Lid) which has potent ora J- Weal, «« Nurture-activity relation 
animal models of inf l«^°?' he ^ n CyC l?c replacements for the Me ketone 
studies, in which a series of het erocyc J fled sc _ 50605 
functional group of SC-41930 wa ^ ^piore ' ., -, -,) henoxy]p ropoxy] -3,4- 
(7- [3- [2- (cycl opropyl methyl ) - 3-methoxy « ^ ™ . k ^ ^ Qg 

EhydrU-propyl^ / ore potent than 

within a series of thiazoles. 5t >uouj> » degranulat ion assays. 

SC-41930 in LTB4 receptor binding . chemotaxis *» colitis and 

It also displayed very good activity in amm intracolon ic routes of 

epidermal inflammation by oral, ^"i, ^J f -> sc _ SQm were obtained by 
administration. The r esol v ^nantiwe rsot SL anrf ^ ^ 

chiral chromatog. and both demonstrated good in evaluated as a 

SSSKi and ulcerative colitis tberapy. 

REFERENCE 2 

S S'SSt 2* "nthesis of second generation Uukotnene 64 (LT6« 

AU sis: »- ; s - s - ; span9ler ' °- ; 
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DT 
LA 
GI 
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i • r p . Fr etland D. 3 . ; Kachur, 3< F. ; Kieth, R. H.; et al . 

CODEN: AGACBH; ISSN: 0065-4299 

Journal 

English 




OCCH2)30 




C02H 



OMe 



i . . ,„ n _,n v arrive LTB4 receptor antagonist 
AB SC-41930 (I) is a selective, orally active, L « v ^ 

currently in clin. trials for P 0 a d J e compd . , sc-50605, which 

Exhaustive SAR studies found a potential backup co p , LTB4 _ induced 
was 7-16 times more potent that SC 0605 also i and 
J^ay^ S colitis and epidermal 

Sanation both orally and topically. 

REFERENCE 3 

S '--^nSr^JEaSS'SaTW antagonists 

Searle, G. D. , and Co., USA 
pa Int. Appl., 90 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 



IN 
PA 
SO 

DT 
LA 



KIND DATE 



PI WO 9117160 

W: AT, AU, 
LK, LU, 
RW: AT, BE, 
IT, LU, 
US 5073562 
CA 2082500 
AU 9179020 
AU 647487 
EP 527922 
EP 527922 

R: AT, BE, 
JP 05507084 
ES 2069295 
IL 98090 
ZA 9103546 
US 5192782 
US 5212198 
PRAI US 1990-521777 



Al 19911114 
BB, BG, BR, CA, CH, 
MC, MG, MW, NL, NO, 
BF, B3, CF, CG, CH, 
ML, MR, NL, SE, SN, 
A 19911217 
19911111 
19911127 
19940324 
19930224 
19950308 
CH, DE, DK, ES, FR, 
T2 19931014 
T3 19950501 
Al 19950731 
A 19920729 
A 19930309 
A 19930518 



AA 
Al 
B2 
Al 
Bl 



APPLICATION NO. DATE 

Wo"l991-US2981 19910501 
DE, DK, ES, FI, GB, HU, JP, KP, KR, 
PL, RO, SD, SE, SU, US 
CI, CM, DE, DK, ES, FR, GA, GB, GR, 

TD US T 1990-521777 19900510 
CA 1991-2082500 19910501 
AU 1991-79020 19910501 

EP 1991-910026 19910501 

GB, GR, IT, LI, LU, NL, SE 

]P 1991-509388 19910501 

ES 1991-910026 19910501 

IL 1991-98090 19910509 

ZA 1991-3546 19910510 

US 1991-759272 19910913 

US 1992-958632 19921009 



19900510 
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WO 1991-US2981 
US 1991-759272 



CI 



19910501 
19910913 




R4 

OCH 2 (CH 2 ) nCH2 °n^jlL^X 



CCH2)pC02R 2 



AB 



L10 

RN 

CN 

FS 
MF 
SR 
LC 



title co»p ds . i cr - ^i.^i.?;,^^ 1 : S! c S-s m ' 

wherein R3 - C3-5 eye oalkyl, « • 1,2. Rl - CI 4 alky ^ 
alkyli R4 - Cl-6 alkyl; n - 1-5. P - » «• J " " U R 6 i'^ ere1 „ R6 . H, 
Cl-4 alkoxy, R5R4N wherein R4, R5 - H. a 4 alky i , Koi 

propylphenoxy)propoxy]-3,4-dihydro-8 propyl a i oe py ^ 
t fS S^SS"? i" S .rr^^rJethyl uifenyioxy deriv. 

R2 = Me, Y = 0, Z — H , n ±, p ; n and 

fR = R4 = Pr, Rl = Me, R2 = Z = H, Y - u, n j., p 

other title compds. showed LTB4 antagonism. 
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138828-29-2 REGISTRY r4-f2-amino-4-thiazolyl)-3-methoxy- 
2H-l-Benzopyran-2-carboxylic acid, 7- [ W « J«Jg * J INDEX NAME) 
2-propylphenoxy]propoxy]-3,4-dihydro-8 propyl i^j-j 

3D CONCORD 

C29 H36 N2 06 S 

CA 

STN Files: CA, CAPLUS, USPATFULL 




n-Pr 



0- (CH2)3t 




C02H 



n-Pr 
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7 RFFERENCES IN FILE CA (1957 TO DATE) 
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REFERENCE 1 
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AU 



PB 
DT 
LA 
AB 



Heterocyclic Replacement of ^^\^ h ^S^ l Yu, Stella; 
M'lUr f ?■ W/iW^TSSrle.'p.; Fretland, Donald 1.; 

CS Depa^enfof Chemistry-, Searle Research and Development, Skokie, IL. 

SO l 0 o2 7 rnal U of Medicinal Chemistry (1995). 38(6), 858-68 
CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 

English * k,wo h-inhliahted the first-generation leukotriene B4 

The previous reports have high 1 ighte I _ r y i-3-methoxy-2- 

(LTB4) receptor antagonist SC-41930 (7 [3 (4 acety 2 _ carboxylic 
propylphenoxy)propoxy]-3,4-dihydro 8 propyl *n ic K activ -j ty in various 
acid) which has potent oral, topical and ^^I™^^™ Nation 
animal models of inflammation -^"^^^SSeSS S?the Me ketone 
studies, in which a * J^g^ de tified SC-50605 
functional group of SC-41930 was ^orea, olyl )p hen oxy]propoxy]-3,4- 
(7-[3-[2-(cyclopropylmethyl)-3 metnoxy 4 ^ x acic0 as an optimized analog 
dihydro-8-propyl-2H-l-benzopyran^ ^ pQtent than 

£51530 in L.TB4 r ecepto r binding, chemotaxis -d degranulation assays. 
It also°displayed very good activity in animal mode of olitis^^ ^ 
epidermal inflammatior , bj , oral to P ^' ^v-. and^n ^ by 

SSSSi c%. C+ il?SS SW. a U n5 re ulce y rative 9 colitis therapy. 
REFERENCE 2 

A t! "f i«»~»^^£VlJ-SSlSS?a™) antagonists 

« Si^^nr^Sar^nniS^T^^e; snvdet, 3anes Patrick 

PA Searle, G. D. , and Co., USA 
SO PCT Int. Appl., 90 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND DATE 



PI W0 9117160 

W: AT, AU, 
LK, LU, 
RW: AT, BE, 
IT, LU, 
US 5073562 
CA 2082500 
AU 9179020 
AU 647487 
EP 527922 
EP 527922 

R: AT, BE, 
3P 05507084 
ES 2069295 
IL 98090 
ZA 9103546 
US 5192782 



Al 
BB, BG, 
MC, MG, 
BF, B3, 
ML, MR, 

A 

AA 
Al 
B2 
Al 
Bl 
CH, DE, 

T2 

T3 

Al 

A 

A 



19911114 
BR, CA, CH, 
MW, NL, NO, 
CF, CG, CH, 
NL, SE, SN, 
19911217 
199111U 
19911127 
19940324 
19930224 
19950308 
DK, ES, FR, 
19931014 
19950501 
19950731 
19920729 
19930309 



APPLICATION NO. DATE 

WO~1991-US2981 19910501 
DE, DK, ES, FI, GB, HU, IP, KP, KR, 
PL, RO, SD, SE, SU, US 
CI, CM, DE, DK, ES, FR, GA, GB, GR, 
TD, TG 

US 1990-521777 19900510 
CA 1991-2082500 19910501 
AU 1991-79020 19910501 

EP 1991-910026 19910501 

GB, GR, IT, LI, LU, NL, SE 
JP 1991-509388 19910501 
ES 1991-910026 19910501 
IL 1991-98090 19910509 
ZA 1991-3546 19910510 
US 1991-759272 19910913 
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US 5212198 
PRAI US 1990-521777 
WO 1991-US2981 
US 1991-759272 

GI 



A 19930518 
19900510 
19910501 
19910913 



US 1992-958632 19921009 




OCH2(CH2)nCH20 




(CH2)pC02R 2 



AB 



L10 

RN 

CN 

FS 
MF 
SR 
LC 



r-> a ,iuwi r?-fi alkenvl. C2-6 alkynyl, R3(CH2)m, 
Title .compds. I (R = C2-6 a kyl , C2 alky -,. y R 2 = H, CI- 5 

wherein R3 = C3-5 eye oalkyl, ^'^J'f = NH, 0, S Z = H, Cl-4 alkyl, 
alkyl; R4 = Cl-6 alkyl; n = 1-5, P - 0 6, Y nm R6S ' wnerei n R6 = H, 
Cl-4 alkoxy, R5R4N wherein R4 R5 = H, CI 4 alky., j ^ LJM 

SS^E ?r?I Wr™^— and in ?reatment of 

propylphenoxy)propoxy]-3,4-dihydro 8 P™py' tn ^ der -j v . wh ich was 

P (pr?pn given: . was converte to 2-hy 0 f ^ 0 J --^ ulfony1oxy de riv. 
treated with (F3CS02)20 to give tne k = R4 = pr> R1 _ 

This compd. was stirred with HC0NH2 am DMF to ^ Li OH to give I 

5 I S'J^V-"'. V-i = H,°Y = h O, n - 1, P = 0) (II). U and 
other title compds. showed LTB4 antagonism. 
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«~ SSKSys M?ar-?KS a, a 
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CN 



, y «-q r7 fi alkv i C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
Title compds. I (R = C2-6 alky I, u ^ y ^ R2 = a _ 5 

wherein R3 = C3-5 eye oalkyl, - ^ J. Y Vh, 0, S Z = H, Cl-4 alkyl, 
alkyl; R4 = Cl-6 alkyl; n = 1-5, P - 0 6 , Y m, ^ s \ hereif] R6 = H, 
Cl-4 alkoxy, R5R4N wherein M, R5 - JiKyi, as LJB4 

aSon^s £!?«Wrr^^IJ , ^S- 1" ~««t of 

P ropylphenoxy)propoxy]-3 .J-diJydro 8 PJJ5J^!l 1 . oxoeth ^ der iv. which was 
Cprepn B^."*^^^ J£ 2 -(Yr f^uoromethylsulfonyloxy deriv. 
SffiS*^SS! witpCONH2 and DMF to T 
% Z IVMV^l llh i H,° Y ^rnTl, P - 0) CID. II and 
other title compds. showed LTB4 antagonism. 
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propylphenoxy)propoxy]-3 4-dihydro 8 propy i < acrjvity in vanou5 

within a series of tmazoies. dv. 3 ~ . d dearanulation assays. 
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a t r R C2 6 alkvl C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
Title compds. I (R = C2 -6 al Kyi, j v R2 = H cl _ 5 

wherein R3 = C3-5 eye oalkyl, m = 1,2, Rl u y z = H> Q _ 4 alkyl> 
alkyl; R4 = Cl-6 alkyl; n = 1-5, P - 0 6 y - wherein Rfi = H> 

Cl-4 alkoxy, R5R4N wherein R4. R5 = H, CI 4 a.Ky ^ i as LTB4 

PhCH2, Cl-4 alkyl), stereoisome s ^g^STl* 1n treatment of 
antagonists are useful as a "E"; T }wL a cetyl -3-methoxy-2- 
LTB4-mediated conditions. J5^J:" 8 ^ r o" 1 : 2 H-i-benzopyran-2-carboxylate 
propyl phenoxy) propoxy] -3 , 4-di ^1? * Soxy-i-oxoethyl deri v . whi ch was 
(prepn given] . was converte to the 2 hyd ^ oromethylsulfonyl ox y den v. 
treated with (F3CS02)20 to give tne c j x (R = R4 = Pr , Rl = 

This compd. was stirred with HCONH2 am DMF t j ^ L x 

R2 = Me, Y = 0, Z = H, n = 1, P - W « = Q) . n and 

fR _ R4 = Pr, Rl = Me, R2 = Z = H, Y - u, n , ^ 
oth^r title compds. showed LTB4 antagonism. 
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Z7«k"lt Medicinal CKe.istry (1995), 38(6), 858-68 
CODEN: 3MCMAR; ISSN: 0022-2623 
PB American Chemical Society 
DT Journal 

LA English . h -i ahliq hted the first-generation leukotriene B4 

AB The previous reports have nigMignx e ° . (4 t -,_ 3 _ me thoxy-2- 

(LTB4) receptor antagonist SC-41930 ^ ^ ^ ^ n . 2 . carboxylnc 
propylphenoxy)propoxy]-3 4-dih^^^ activity in various 

acid) which has potent oral , toPJ«i . structure . a ctivity relation 

animal models of i nflamm ^f °"\ e ^ocvclic replacements for the Me ketone 
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C7-[3-[2-(cyclopropylmethyl)-3-methoxy 4 (.4 tmaz y w optimized an alog 

dihydro-S-propyWH-l^ m P ore potent tha n 

within a series of thiazoles. wwi » degranulation assays. 

SC-41930 in LTB4 receptor binding, chemotaxis an g . s ^ 

It also displayed very good activity in anima mo colQnic routes of 

epidermal inflammation by oral, top cal i.v •> obtained by 

administration. The resolved en|ntiomers of SC b ^ ^ ^ 

chiral chromatog. and both demonstrated go* I in eva i uate d as a 
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was 7-16 times more potent that SC-50605 also ™™™ 0.10 mg/kg and 

inflammation both orally and topically. 
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0CH2(CH2)nCH2O-|^ J J 



a t rt, n fi alkvl C2-6 alkenyl, C2-6 alkynyl, R3(CH2)m, 
AB Title compds. I (R = *' ky '' ^ ° Rl -Cl-4 alkyl; R2 = H, CI- 5 
wherein R3 = C3-5 eye oalkyl, m = 1,2, Rl - CI 4 a i y = ^ 
alkyl; R4 = Cl-6 alkyl; n = 1-5; P = 0 6. Y - NH ■ in Rg = H 
Cl-4 alkoxy, R5R4N wherein R4, R5 - H, CI 4 J'g^ 0 d> j as LTB4 

propylphenoxy)propoxy]-3 4- J-hSS^-l-oS? Sriv. which was 
(prepn given); was convert ed to the JJW yls ulfonyloxy deriv. 

treated with (F3CS02)20 to give the i Jtrir j = p = 

This compd. was "'T^whicKwas Sr red with Li OH to give I 

R2 = Me, Y = 0, Z = H, n = 1, P - OJ wnicn and 
(R = R4 = Pr, Rl-Me, R2-Z-H, Y-0, n-i, P ^ 
other title compds. showed LTB4 antagonism. 
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i lkyl . R2 = H, alkyl; Y « NH, ^ pr opoxy]-3;4-dihydro-8-propyl-2 
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propyl phenoxy)propoxy]- 3, 4-di hydro » propy 

acid. 
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HO Pr 

MeCO^^>-OCCH2)50 
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= (hydroxy) alkylene] were prepd. Thus, 3,^,4 rrjnuj c6H20(CH2)5 Br . 
alkylated with Br(CH > Br to :/ x ^ g 2 _- ; 4 [ ^^ M ^°i-benzo P yran-2- 
I ^.Sf « CRSR10 = bond) which was 

hydrogenated over Raney Ni to give 51% II (R5, RIO - H) . 
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